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AB One determinant of plasma HDL-Cholesterol concn. is 

cholesteryl ester transfer protein ( 

CETP) activity. Inhibition of CETP activity increases 

plasma HDL-C, thus providing a potential therapeutic target for the 

treatment of atherosclerosis. Using a vaccine 

approach, we immunized New Zealand White rabbits with a peptide contg. a 
region of CETP known to be required for neutral lipid 
transfer function. CETP-vaccinated rabbits 

had significantly reduced plasma CETP activity and an altered 
lipoprotein profile compared with control rabbits. In a 
cholesterol- fed rabbit model of atherosclerosis, the 
fraction of plasma cholesterol in HDL was 42% higher, and the 
fraction of plasma cholesterol in LDL was 24% lower in the 
CETP-vaccinated group compared with the control- 
vaccinated group. Moreover, the percentage of the aorta surface 
exhibiting atherosclerotic lesion was 39.6% smaller in the 
CETP-vaccinated rabbits compared with controls. The 
data reported here demonstrate that CETP activity can be reduced 
in vivo by vaccination with a peptide derived from CETP 
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, and support the concept that inhibition of CETP activity in 

vivo can be anti-atherogenic . Currently, this vaccine is in 

clin. trials. 
ST atherosclerosis vaccine cholesteryl 

ester transfer protein peptide HDL 

cholesterol 
IT Proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(cholesterol ester-exchanging, peptide, 
conjugate with tetanus toxin peptide; vaccine contg. a 
cholesteryl ester transfer protein 

peptide for treatment of low plasma HDL-Cholesterol and 
atherosclerosis ) 
IT Lipoproteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(high-d., cholesterol; vaccine contg. a 
cholesteryl ester transfer protein 

peptide for treatment of low plasma HDL-Cholesterol and 
atherosclerosis ) 

IT Toxins 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(tetanus, peptide, conjugate with CETP peptide; 

vaccine contg. a cholesteryl ester 

transfer protein peptide for treatment of low plasma 
HDL-Cholesterol and atherosclerosis) 
IT Atherosclerosis 
Immunotherapy 
Vaccines 

(vaccine contg. a cholesteryl ester 

transfer protein peptide for treatment of low plasma 

HDL-Cholesterol and atherosclerosis) 
IT 57-88-5, Cholesterol 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(HDL; vaccine contg. a cholesteryl ester 

transfer protein peptide for treatment of low plasma 

HDL-Cholesterol and atherosclerosis) 
IT 430455-98-4 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(vaccine contg. a cholesteryl ester 

transfer protein peptide for treatment of low plasma 

HDL-Cholesterol and atherosclerosis) 
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(4) Cashin-Hemphill, L; Online J Curr Clin Trials 1992, Doc No 26 
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TI Plasmid-based vaccine for treating atherosclerosis 
IN Thomas, Lawrence J. 

PA AVANT Immunotherapeutics, Inc., USA 

SO U.S., 35 pp., Cont .-in-part of U.S. Ser. No. 802,967. 

CODEN: USXXAM 
DT Patent 
LA English 
IC I CM C12N018-88 

ICS A61K048-00 
NCL 435320100 
CC 15-2 {Immuno chemistry) 

Section cross-reference {s) : 3, 63 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. 



DATE 



PI 



US 
WO 



6284533 
9741227 
W: AL, 



RW: 



PRAI 



US 
US 
WO 
US 



ES, 
LS, 
SD, 
BY, 
GH, 
GR, 
ML, 

1996- 52983P 

1997- 802967 
1997-US7294 
1996-640713 



AM, 
FI, 
LT. 
SE, 
KG, 
KE, 
IE, 
MR, 



Bl 20010904 
Al 19971106 
AT, AU, AZ, BB, 



GB, 
LU. 
SG, 
KZ, 
LS, 
IT, 
NE, 
P 

A2 

W 

A 



GE, 
LV. 
SI, 
MD, 
MW, 
LU, 
SN, 



GH, 
MD, 
SK, 
RU, 
SD, 
MC, 
TD, 



HU, 
MG, 
TJ, 
TJ, 
SZ, 
NL, 
TG 



BG, 

IL, 

MK. 

TM^ 

TM 

UG, 

PT, 



US 1998-171969 19981002 
WO 1997-US7294 19970501 
BR, BY, CA, CH, CN, CZ, DE, 
KG, 
NO. 
UG, 



IS, 
MN. 
TR^ 



JP, 
MW. 

tt) 



KE, 
MX. 
UA^ 



KP, 
US^ 



KR, 
PL,- 
UZ^ 



KZ, 
PT,- 



AT, 
SE, 



BE, 
BF, 



CH, 
BJ, 



DE, 
CF, 



DK, 
CG, 



ES, 
CI, 



FI, 
CM, 



DK, 
LK, 
RO f 
AM, 

FR, 
GA, 



EE, 

LR, 
RU- 
AZ, 

GB, 
GN, 



19960501 
19970221 
19970501 
19960501 



AB A plasmid-based vaccine is provided herein based on the 

combination of DNA segments coding for one or more B cell epitopes 
of cholesteryl ester transfer 

protein (CETP) and one or more broad range helper T cell 

epitopes. Administration of the plasmids as a vaccine 

to a vertebrate subject provides an immune response to the subject's 

endogenous CETP and modulation of CETP activity, 

leading to prevention or reversal of various manifestations of heart 
disease. The vaccines provide an advantageous strategy for the 
prevention or treatment of atherosclerosis. 
ST plasmid vaccine cholesteryl ester 

transfer protein; atherosclerosis autoantibody 
cholesteryl ester transfer protein 
IT Histocompatibility antigens 

RL: BPR {Biological process) ; BSU {Biological study, unclassified) ; BIOL 
{Biological study); PROC {Process) 

(MHC (major histocompatibility complex) , class II; plasmid-based 

vaccine encoding B cell epitope of 

cholesteryl ester transfer protein 

and helper T cell epitope of tetanus toxoid 

or diphtheria toxoid for treating 

atherosclerosis ) 
IT Antibodies 

RL: BSU {Biological study, unclassified); MFM {Metabolic formation); THU 
(Therapeutic use); BIOL (Biological study); FORM {Formation, 
nonpreparative) ; USES (Uses) 

(autoantibodies; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified) ; PRP (Properties) ; THU 
(Therapeutic use); BIOL {Biological study); USES (Uses) 
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(cholesterol ester- exchanging; 

plasmid-based vaccine encoding B cell epitope of 
cholesteryl ester transfer protein 
and helper T cell epitope of tetanus toxoid 
or diphtheria toxoid for treating 
atherosclerosis ) 
IT Toxoids 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(diphtheria; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT B cell (lymphocyte) 

(epitope; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT T cell (lymphocyte) 

(helper cell; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Influenza 

(hemagglutinin; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Fissurella 

(hemocyanin; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Lipoproteins 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 

(high-d., increase; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Gene, microbial 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(immediate early, enhancer; plasmid-based vaccine encoding B 

cell epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Enhancer (genetic element) 
Promoter (genetic element) 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological . study) ; USES (Uses) 

(immediate early; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
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IT Hemagglutinins 

RL: BSU {Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(influenza; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Drug delivery systems 

(injections, i.m.; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Drug delivery systems 

(intradermal; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
I T Hemocyanins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(keyhole limpet; plasmid-based vaccine 
encoding B cell epitope of cholesteryl 
ester transfer protein and helper T cell 
epitope of tetanus toxoid or 
diphtheria toxoid for treating 
atherosclerosis ) 
IT Lipoproteins 

RL: BSU (Biological study, unclassified); REM (Removal or disposal); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(low-d., decrease; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Animal cell 

(mammalian; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Infection 

(measles, vaccine; plasmid-based vaccine encoding B 

cell epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Lipids, processes 

RL: REM (Removal or disposal); PROC (Process) 

(neutral; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT Salivary gland 

(parotid, mumps, vaccine; plasmid-based 

vaccine encoding B cell epitope of 

cholesteryl ester transfer protein 

and helper T cell epitope of tetanus toxoid 

or diphtheria toxoid for treating 

atherosclerosis ) 
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IT Atherosclerosis 
DNA sequences 

Epitopes 
Heart, disease 
Molecular cloning 
Mycobacterium BCG 
Plasmids 

Protein sequences 
T cell {lymphocyte} 

Vaccines 
Vertebrate (Vertebrata) 

(plasmid-based vaccine encoding B cell epitope of 

cholesteryl ester transfer protein 

and helper T cell epitope of tetanus toxoid 

or diphtheria toxoid for treating 

atherosclerosis ) 

IT DNA 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(plasmid-based vaccine encoding B cell epitope of 
cholesteryl ester transfer protein 
and helper T cell epitope of tetanus toxoid 
or diphtheria toxoid for treating 
atherosclerosis) 
IT Fusion proteins (chimeric proteins) 

RL: BPN (Biosynthetic preparation) ; PRP (Properties) ; THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(plasmid-based vaccine encoding B cell epitope of 
cholesteryl ester transfer protein 
and helper T cell epitope of tetanus toxoid 
or diphtheria toxoid for treating 
atherosclerosis ) 
IT TCR (T cell receptors) 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 
(Biological study); PROC (Process) 

(plasmid-based vaccine encoding B cell epitope of 
cholesteryl ester transfer protein 
and helper T cell epitope of tetanus toxoid 
or diphtheria toxoid for treating 
atherosclerosis ) 
IT Invariant chain (class II antigen) 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(plasmid-based vaccine encoding B cell epitope of 
cholesteryl ester transfer protein 
and helper T cell epitope of tetanus toxoid 
or diphtheria toxoid for treating 
atherosclerosis ) 
IT Human herpesvirus 5 

(promoter; plasmid-based vaccine encoding B cell 
epitope of cholesteryl ester 
transfer protein and helper T cell epitope 
of tetanus toxoid or diphtheria 
toxoid for treating atherosclerosis) 
IT Tuberculin 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(purified protein deriv. ; plasmid-based vaccine 

encoding B cell epitope of cholesteryl 

ester transfer protein and helper T cell 

epitope of tetanus toxoid or 

diphtheria toxoid for treating 
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atherosclerosis ) 
IT Toxoids 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(tetanus; plasmid-based vaccine encoding B cell 
epitope of cholesteryl ester 
transfer protein and helper T cell epitope 
of tetanus toxoid or diphtheria 
toxoid for treating atherosclerosis) 
IT Pertussis 

Poliomyelitis 
Rubella 

Tuberculosis 
(vaccine; plasmid-based vaccine encoding B cell 
epitope of cholesteryl ester 
transfer protein and helper T cell epitope 
of tetanus toxoid or diphtheria 
toxoid for treating atherosclerosis) 
IT 111274-16-9 122525-86-4, Sialoglycoprotein CETP 

'rabbit clone . lambda . RCETP . 2 / . lambda . R.CETP . 1 "rctein moiet w 
reduced) 199062-33-4 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT 199063-97-3 359035-23-7 359035-24-8 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(nucleotide sequence; plasmid-based vaccine encoding B cell 

epitope of cholesteryl ester 

transfer protein and helper T cell epitope 

of tetanus toxoid or diphtheria 

toxoid for treating atherosclerosis) 
IT 172273-70-0P 172273-71-1P 172273-72-2P 172273-73-3P 172273-74-4P 
172273-75-5P 253309-8 6-3P 359016-11-8P 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(plasmid-based vaccine encoding B cell epitope of 

cholesteryl ester transfer protein 

and helper T cell epitope of tetanus toxoid 

or diphtheria toxoid for treating 

atherosclerosis ) 
IT 119260-99-0 184882-09-5 359016-20-9 359016-22-1 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(plasmid-based vaccine encoding B cell epitope of 
cholesteryl ester transfer protein 
and helper T cell epitope of tetanus toxoid 
or diphtheria toxoid for treating 
atherosclerosis ) 

IT 359035-61-3, 6: PN: US6284533 SEQID: 6 unclaimed DNA 359035-62-4, 8: PN: 
US6284533 SEQID: 8 unclaimed DNA 
RL: PRP (Properties) 

(unclaimed nucleotide sequence; plasmid-based vaccine for 
treating atherosclerosis) 
IT 88265-18-3, Toxin (Corynebacterium diphtheriae strain 
C7 reduced) 
RL: PRP (Properties) 

(unclaimed protein sequence; plasmid-based vaccine for 
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treating atherosclerosis) 
IT 126779-14-4 

RL: PRP (Properties) 

{unclaimed sequence; plasmid-based vaccine for treating 
atherosclerosis ) 
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J.; Picard, Michele D.; Honan, Christopher M.; Emmett, Constance D.; 

Pettey, Carolyn L. ; Adari, Hedy; Hammond, Russell A.; Beattie, David T.; 

Callow, Allan D.; Marsh, Henry C; Ryan, Una S. 
CS AVANT Immunotherapeutics, Inc, Needham, MA, 02494, USA 
SO Arteriosclerosis, Thrombosis, and Vascular Biology (2000), 20(9), 

2106-2112 

CODEN: ATVBFA; ISSN: 107 9-5642 
PB Lippincott Williams & Wilkins 
DT Journal 
LA English 

CC 15-2 ( Immunochemistry) 

Section cross-reference (s) : 14 
AB Using a vaccine approach, the authors immunized New Zealand 

White rabbits with a peptide contg. a region of cholesteryl 

ester transfer protein (CETP) known 

to be required for neutral lipid transfer function. These 
rabbits had significantly reduced plasma CETP activity and an 

i -; r>A^v-Af ^ i ii rt . in a "h^l^c^crol - f ed rabbit model 
of atherosclerosis, the fraction of plasma cholesterol 
in HDL was 42% higher and the fraction of plasma cholesterol in 
LDL was 24% lower in the CETP-vaccinated group than in 
the control-vaccinated group. Moreover, the percentage of the 
aorta surface exhibiting atherosclerotic lesion was 39.6% 
smaller in the CETP-vaccinated rabbits than in 

controls. The data reported here demonstrate that CETP activity 
can be reduced in vivo by vaccination with a peptide derived 
from CETP and support the concept that inhibition of 
CETP activity in vivo can be anti-atherogenic . In addn., these 
studies suggest that vaccination against a self-antigen is a 
viable therapeutic strategy for disease management. 

ST vaccine antibody cholesteryl ester 
transfer protein atherosclerosis 

IT Antiarteriosclerotics 

(antiatherosclerotics; vaccination with 
cholesteryl ester transfer protein 

alters lipoprotein profiles and ameliorates lesions in 
atherosclerosis model in relation to) 
IT Proteins, specific or class 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

{cholesterol ester- exchanging; 
vaccination with cholesteryl ester 
transfer protein alters lipoprotein profiles and 
ameliorates lesions in atherosclerosis model) 
IT Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(high-d.; vaccination with cholesteryl 
ester transfer protein alters 
cholesterol content of) 
IT Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(low-d.; vaccination with cholesteryl ester 

transfer protein alters cholesterol content 

of) 

IT Vaccines 

(synthetic; vaccination with cholesteryl 
ester transfer protein alters lipoprotein 

profiles and ameliorates lesions in atherosclerosis model) 
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IT Antibodies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 
(to cholesteryl ester transfer 

protein in relation to immunotherapy of atherosclerosis 

) 

IT Atherosclerosis 

(vaccination with cholesteryl ester 

transfer protein alters lipoprotein profiles and 

ameliorates lesions in atherosclerosis model) 
IT 57-88-5, Cholesterol, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(vaccination with cholesteryl ester 

transfer protein alters plasma lipoprotein content 

of) 
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TI Current, new and future treatments in dyslipidemia and 

atherosclerosis 
AU Chong, Pang H,; Bachenheimer , Bonnie S. 

CS College of Pharmacy, Cook County Hospital, University of Illinois, 

Chicago, IL, USA 
SO Drugs (2000), 60(1), 55-93 

CODEN: DRUGAY; ISSN: 0012-6667 
PB Adis International Ltd. 
DT Journal; General Review 
LA Enyiish 
CC 1-0 (Pharmacology) 

AB A review with 294 refs. The new therapeutic options available to 

clinicians treating dyslipidemia in the last decade have enabled effective 
treatment for many patients. The development of the HMG-CoA reductase 
inhibitors (statins) have been a major advance in that they possess 
multiple Pharmacol, effects {pleiotropic effects) resulting in potent 
redns. of low d. lipoproteins (LDL) and prevention of the 
atherosclerotic process. More recently, the newer fibric acid 
derivs. have also reduced LDL to levels comparable to those achieved with 
statins, have reduced triglycerides, and gemfibrozil has been shown to 
increase high d. lipoprotein { HDL) levels. Nicotinic acid has been made 
tolerable with sustained-release formulations, and is still considered an 
excellent choice in elevating HDL cholesterol and is potentially 
effective in reducing lipoprotein (a) [Lp(a)] levels, an emerging risk 
factor for coronary heart disease (CHD) . Furthermore, recent studies have 
reported pos . lipid-lowering effects from estrogen and/or progestogen in 
postmenopausal women but there are still conflicting reports on the use of 
these agents in dyslipidemia and in females at risk for CHD. In addn. to 
lowering lipid levels, these antihyperlipidemic agents may have directly 
or indirectly targeted thrombogenic, fibrinolytic and 
atherosclerotic processes which may have been unaccounted for in 
their overall success in clin. trails. Although LDL cholesterol 
is still the major target for therapy, it is likely that over the next 
several years other lipid/lipoprotein and nonlipid parameters will become 
more generally accepted targets for specific therapeutic interventions. 
Some important emerging lipid/lipoprotein parameters that have been 
assocd. with CHD include elevated triglyceride, oxidized LDL 
cholesterol and Lp(a) levels, and low HDL levels. The nonlipid 
parameters include elevated homocysteine and fibrinogen, and decreased 
endothelial-derived nitric oxide prodn. Among the new investigational 
agents are inhibitors of squalene synthetase, acylCoA: cholesterol 
acyltransf erase, cholesteryl ester transfer 
protein, monocyte-macrophages and LDL cholesterol oxidn. 
Future applications may include thyromimetic therapy, cholesterol 
vaccination, somatic gene therapy, and recombinant 
proteins, in particular, apolipoproteins A-I and E. 
Non-LDL-related targets such as peroxisome proliferator-activating 
receptors, matrix metalloproteinases and scavenger receptor class B type I 
may also have clin. significance in the treatment of 
atherosclerosis in the near future. Before lipid-lowering 
therapy, dietary and lifestyle modification is and should be the first 
therapeutic intervention in the management of dyslipidemia. Although 
current recommendations from the US and Europe are slightly different, 
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adherence to these recommendations is essential to lower the risk of 
atherosclerotic vascular disease, more specifically CHD. New 
guidelines that are expected in the near future will encompass global 
opinions from the expert scientific community addressing the issue of 
target LDL goal (aggressive vs. moderate lowering) and the application of 
therapy for newer emerging CHD risk factors. 
ST review antilipidemic agent dyslipidemia atherosclerosis 
IT Atherosclerosis 

Hypolipemic agents 

(current, new and future treatments in dyslipidemia and 
atherosclerosis ) 
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PRAI US 1998-100412 A2 19980620 
WO 1999-US13975 W 19990621 

AB Disclosed are immunogenic peptide compns. comprising a T helper 
epitope linked to a target antigenic site or a synthetic B cell 
epitope, and optionally with a immunostimulatory sequence for 
inducing T helper cell-mediated immune response and producing high level 
of antibodies directed against the "target antigen". The disclosed 
immunogenic peptide compns. are useful for contraception or control of 
hormone-dependent tumor (with LH-releasing hormone as target) , growth 
promotion in farm animal (with somatostatin as target), treatment of 
allergy (with IgE as target), prevention of HIV infection (with CD4 
receptor as target), prevention of foot-and-mouth disease (with FMDV 
capsid protein as target), treatment of malaria (with circumsporozoite 
antigen of Plasmodium falciparum as target), and treatment of 
arteriosclerosis (with cholesteryl ester transport protein as 
target) . 

ST T helper cell epitope antigen immunostimulant ; vaccine 
T B cell epitope 
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IT Antigens 

RL: BSU (Biological study, unclassified); THU {Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(CS (circumsporozoite) ; artificial T helper cell epitopes as 
immune stimulators for synthetic peptide immunogens) 
IT Immunoglobulins 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(E; artificial T helper cell epitopes as immune stimulators 
for synthetic peptide immunogens) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(VP1; artificial T helper cell epitopes as immune stimulators 
for synthetic peptide immunogens) 
IT Measles virus 

(antigen; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Allergy 

Arteriosclerosis 
Epitopes 
Foot-and-mouth disease virus 
Human immunodeficiency virus 
Human immunodeficiency virus 1 
Human immunodeficiency virus 2 
Immunotherapy 
Infection 
Livestock 
Malaria 
Neoplasm 
Pathogen 

Plasmodium falciparum 
Protein sequences 
Rat 

Simian immunodeficiency virus 

Vaccines 
Veterinary medicine 

(artificial T helper cell epitopes as immune stimulators for 
synthetic peptide immunogens) 
IT Antibodies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(artificial T helper cell epitopes as immune stimulators for 
synthetic peptide immunogens) 
IT CD4 (antigen) 
Haptens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(artificial T helper cell epitopes as immune stimulators for 
synthetic peptide immunogens) 
IT Antigens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(autoantigens; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cholesterol ester-exchanging; artificial 

T helper cell epitopes as immune stimulators for synthetic 
peptide immunogens) 
IT Vaccines 

(contraceptive; artificial T helper cell epitopes as immune 
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stimulators for synthetic peptide immunogens) 
IT Cardiovascular system 

(disease; artificial T helper cell epitopes as immune 

stimulators for synthetic peptide immunogens) 
IT Immunity 

{disorder; artificial T helper cell epitopes as immune 

stimulators for synthetic peptide immunogens} 
IT B cell (lymphocyte) 

(epitope; artificial T helper cell epitopes as 

immune stimulators for synthetic peptide immunogens) 
IT T cell (lymphocyte) 

(helper cell, epitope; artificial T helper cell 

epitopes as immune stimulators for synthetic peptide 

immunogens ) 
IT Fissurella 

(hemocyanin; artificial T helper cell epitopes as immune 

stimulators for synthetic peptide immunogens) 
IT Antigens 

RL: BSU {Biological study, unclassified); PRP (Properties); THU 

l Thor-anoiit- i r> • D TOT f P i ^1 /-\rt i o a 1 wt-ii/-h^\ • flQCQ aiccc \ 

1 ^ — w — w. - w - , , — - - — w — ^* w**-. ww— W.J, / - — V wwww, 

(hepatitis B surface; artificial T helper cell epitopes as 

immune stimulators for synthetic peptide immunogens) 
IT CD4-positive T cell 

(immune response mediated by; artificial T helper cell epitopes 

as immune stimulators for synthetic peptide immunogens) 
IT Castration 

(immuno-; artificial T helper cell epitopes as immune 

stimulators for synthetic peptide immunogens) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(invasins; artificial T helper cell epitopes as immune 

stimulators for synthetic peptide immunogens) 
IT Hemocyanins 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(keyhole limpet; artificial T helper cell 
epitopes as immune stimulators for synthetic peptide 
immunogens ) 
IT Antibodies 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(neutralizing; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Antigens 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(peptide; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Growth, animal 

(promotion; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Immunostimulants 

(sequence; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Amino acids, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(stimulatory; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Swine 

(taint; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
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IT Antigens 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(tumor-assocd. ; artificial T helper cell epitopes as immune 
stimulators for synthetic peptide immunogens) 
IT Contraceptives 

(vaccines; artificial T helper cell epitopes as 
immune stimulators for synthetic peptide immunogens) 
IT 9034-40-6, LH-releasing hormone 40958-31-4, Somatostatin (sheep reduced) 
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AB The present invention relates to an assay for testing a genetic 

predisposition in patients with coronary artery disease {CAD} to respond 
to LDL cholesterol-lowering therapy. The method comprises 

screening for the presence (Bl) or absence (B2) of a TaqI restriction site 
in intron 1 of both alleles of the cholesterol ester 
transfer protein (CETP) gene. A novel 

interaction was revealed between pravastatin treatment for CAD, this 

CETP gene polymorphism, and predicting the progression of coronary 

atherosclerosis. The response to pravastatin with regard to 

coronary atherosclerosis was greatest for homozygotes for B1B1 

while B2B2 homozygotes did not appear to benefit from this treatment. 

Thus, according to the invention, the TaqlB polymorphism of CETP 

is found to be a genetic marker for identifying subjects who will or will 

not exhibit regression of coronary atherosclerosis in response 

to LDL cholesterol-lowering therapy, such as pravastatin. 

ST therapy coronary atherosclerosis cholesterol 
ester transfer protein gene 

IT Gene, animal 

RL: ANT (Analyte) ; BOC (Biological occurrence); BSU (Biological study, 
unclassified) ; THU (Therapeutic use) ; ANST (Analytical study) ; BIOL 
(Biological study); OCCU (Occurrence); USES (Uses) 

(CETP; assay for predicting the angiog. response to LDL 

cholesterol-lowering therapy in patients, and 

cholesterol ester transfer protein 

gene for the use thereof) 
IT Primers (nucleic acid) 

RL: ARG (Analytical reagent use) ; ANST (Analytical study) ; USES (Uses) 

(PCR; assay for predicting the angiog. response to LDL 

cholesterol-lowering therapy in coronary artery disease 

patients, and cholesterol ester transfer 

protein gene for the use thereof) 
IT Genetic polymorphism 

(TaqlB restriction site in intron 1 of CETP gene; assay for 

predicting the angiog. response to LDL cholesterol-lowering 

therapy in coronary artery disease patients, and cholesterol 

ester transfer protein gene for the use 

thereof) 
IT DNA sequences 

PCR (polymerase chain reaction) 
Test kits 

(assay for predicting the angiog. response to LDL cholesterol 
-lowering therapy in coronary artery disease patients, and 
cholesterol ester transfer protein 
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gene for the use thereof) 
IT Anticholesteremic agents 
Susceptibility (genetic) 

(assay for predicting the angiog. response to LDL cholesterol 
-lowering therapy in patients, and cholesterol ester 
transfer protein gene for the use thereof) 
IT Proteins, specific or class 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(cholesterol ester-exchanging, gene; 

assay for predicting the angiog. response to LDL cholesterol 

-lowering therapy in patients, and cholesterol ester 

transfer protein gene for the use thereof) 
IT Artery, disease 

(coronary; assay for predicting the angiog. response to LDL 

cholesterol-lowering therapy in coronary artery disease 

patients, and cholesterol ester transfer 

protein gene for the use thereof) 
IT Genetic markers 

(use of CETP gene as; assay for predicting the angiog. 

fnonnnco +- r\ TT1T a^^ovAl -1 amqvI nn fharani; in /^rtrnnarv 

iV-^f/U.^W -W^-W W-HW-^WW WWd. ^-w-.w^-^.w _...w.^ WW J, WW — w.-w J 

artery disease patients, and cholesterol ester 
transfer protein gene for the use thereof) 
IT 81093-37-0, Pravastatin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(assay for predicting the angiog. response to LDL cholesterol 
-lowering therapy in coronary artery disease patients, and 
cholesterol ester transfer protein 
gene for the use thereof) 
IT 140027-68-5, DNA (human CETP gene fragment) 

RL: ANT (Analyte); BOC (Biological occurrence); BSU (Biological study, 
unclassified) ; THU (Therapeutic use) ; ANST (Analytical study) ; BIOL 
(Biological study); OCCU (Occurrence); USES (Uses) 

(nucleotide sequence; assay for predicting the angiog. response to LDL 
cholesterol-lowering therapy in coronary artery disease 
patients, and cholesterol ester transfer 
protein gene for the use thereof) 
IT 229482-34-2 229482-35-3 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
(primer; assay for predicting the angiog. response to LDL 
cholesterol-lowering therapy in coronary artery disease 
patients, and cholesterol ester transfer 
protein gene for the use thereof) 
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RW: 


GH, 


GM, 


KE, LS, 


MW, SD, 


SZ, 


UG, ZW, AT, 
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DK, 


ES 






EI , 


FR, 


GB, GR, 


IE, IT, 


LU, 


MC, NL, PT, 


SE, BF, 


BJ, CF, 


CG, 


CI 






CM, 


GA, 


GN, GW, 
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CA 


2307012 
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Al 
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AU 1999-11048 
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EP 
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Al 
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EP 1998-953762 
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R: 


AT, 
IE, 


BE, 
FI 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT, 


LI, LU, 


NL, SE, 


MC, 


PT 
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JP 2000-516697 
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AB Methods for modulating cholesteryl ester 
transfer protein {CETP) activity and the 

plasma levels of lipoproteins involved in heart disease involve 
administration of a nnn-findogennn.q CF-TP or a plasmid-based 
vaccine for expression of such non-endogenous CETP to 
elicit prodn. in a mammal of antibodies that recognize (bind to) the 
mammal's native (endogenous) CETP. 

ST cholesteryl ester transfer protein 
antiatherosclerotic sequence 

IT Promoter (genetic element) 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 
(Cytomegalovirus immediate early promoter/enhancer; xenogeneic 
cholesteryl ester transfer protein 

(CETP) for modulation of CETP activity in treatment 

of atherosclerosis) 
IT Immunostimulants 

(adjuvants, Freund's; xenogeneic cholesteryl ester 

transfer protein (CETP) for modulation of 

CETP activity in treatment of atherosclerosis) 
IT Immunostimulants 

(adjuvants, Ribi; xenogeneic cholesteryl ester 

transfer protein (CETP) for modulation of 

CETP activity in treatment of atherosclerosis) 
IT Immunostimulants 

(adjuvants; xenogeneic cholesteryl ester 

transfer protein (CETP) for modulation of 

CETP activity in treatment of atherosclerosis) 
IT Antiarteriosclerotics 

(antiatherosclerotics; xenogeneic cholesteryl 

ester transfer protein (CETP) for 

modulation of CETP activity in treatment of 

atherosclerosis ) 
IT Antibodies 

RL: BPN (Biosynthetic preparation); BPR (Biological process); BSU 
(Biological study, unclassified); BIOL (Biological study); PREP 
(Preparation); PROC (Process) 
(cholesteryl ester transfer 

protein-binding; xenogeneic cholesteryl ester 

transfer protein (CETP) for modulation of 

CETP activity in treatment of atherosclerosis) 
IT Transport proteins 

RL: BAC (Biological activity or effector, except adverse) ; BPN 
(Biosynthetic preparation); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(cholesteryl ester; xenogeneic cholesteryl 

ester transfer protein (CETP) for 
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modulation of CETP activity in treatment of 

atherosclerosis ) 
IT Cytomegalovirus 

(immediate early promoter /enhancer of; xenogeneic cholesteryl 

ester transfer protein (CETP) for 

modulation of CETP activity in treatment of 

atherosclerosis ) 
IT Gene, microbial 

RL: PEP {Physical, engineering or chemical process}; PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(immediate early, promoter of; xenogeneic cholesteryl 

ester transfer protein (CETP) for 

modulation of CETP activity in treatment of 

atherosclerosis ) 
IT Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(low-d., cholesterol conjugates, metab. of; xenogeneic 
cholesteryl ester transfer protein 

(CETP) for modulation of CETP activity in treatment 
of atherosclerosis) 
IT Anticholesteremic agents 
Genetic polymorphism 
Immunostimulants 
Monkey 
Mouse 

Plasmid vectors 

Protein sequences 
Rabbit 

Vaccines 
cDNA sequences 

(xenogeneic cholesteryl ester transfer 
protein (CETP) for modulation of CETP 
activity in treatment of atherosclerosis) 
IT 223577-55-7P 

RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence); BPN (Biosynthetic preparation); BSU (Biological study, 
unclassified); PRP (Properties); THU (Therapeutic use); BIOL (Biological 
study); OCCU (Occurrence); PREP (Preparation); USES (Uses) 
(amino acid sequence; xenogeneic cholesteryl ester 
transfer protein (CETP) for modulation of 
CETP activity in treatment of atherosclerosis) 
IT 57-88-5D, Cholesterol, LDL conjugates 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(metab. of; xenogeneic cholesteryl ester 
transfer protein (CETP) for modulation of 
CETP activity in treatment of atherosclerosis) 
IT 81669-55-8P, Cholesteryl ester transferase 

RL: BAC (Biological activity or effector, except adverse) ; BPN 
(Biosynthetic preparation) ; BSU (Biological study, unclassified) ; PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(xenogeneic cholesteryl ester transfer 
protein (CETP) for modulation of CETP 
activity in treatment of atherosclerosis) 
RE.CNT 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Hesler, C; J BIOL CHEM 1987, V262(5), P2275 HCAPLUS 

(2) Hesler, C; J BIOL CHEM 1988, V263(ll), P5020 HCAPLUS 

(3) Immune Response Corp Inc; WO 9639168 A 1996 HCAPLUS 

(4) Smith, A; MEDICAL SCIENCE RESEARCH 1993, V21{24), P911 HCAPLUS 

(5) T Cell Sciences Inc; WO 9634888 A 1996 HCAPLUS 



belyavskyi - 09 / 934334 



Page 27 



(6) T Cell Sciences Inc; WO 9741227 A 1997 HCAPLUS 

(7) Thomas, L; FASEB JOURNAL 1998, V12(4), Pa310 



L42 ANSWER 8 OF 15 HCAPLUS COPYRIGHT 2002 ACS 
AN 1999:223038 HCAPLUS 
DN 130:250711 

TI Vector vaccines against cholesterol ester 
transfer protein for the treatment of 
atherosclerosis 

IN Needleman, Philip; Glenn, Kevin 
PA Monsanto Company, USA 
SO PCT Int. Appl., 99 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM C12N015-12 

ICS A61K048-00 
CC 14-5 (Mammalian Pathological Biochemistry) 
FAN.CNT 1 



PI 


WO 


9915655 




Al 


19990401 




WO 1998-US19366 


19980917 










W: 


AL, 


AM, 


AT, AU, 


AZ, 


BA, 


BB, 


BG, 


BR, BY, 


CA, CH, 


CN, CU, 


CZ, 


DE, 








DK, 


EE, 


ES, FI, 


GB, 


GE, 


GH, 


GM, 


HR, HU, 


ID, IL, 


IS, JP, 


KE, 


KG, 








KP, 


KR, 


KZ, LC, 


LK, 


LR, 


LS, 


LT, 


LU, LV, 


MD, MG, 


MK, MN, 


MW, 


MX, 








NO, 


NZ, 


PL, PT, 


RO, 


RU, 


SD, 


SE, 


SG, SI, 


SK, SL, 


TJ, TM, 


TR, 


TT, 








UA, 


UG, 


US, UZ, 


VN, 


YU, 


ZW, 


AM, 


AZ, BY, 


KG, KZ, 


MD, RU, 


TJ, 


TM 






RW: 


GH, 


GM, 


KE, LS, 


MW, 


SD, 


SZ, 


UG, 


ZW, AT, 


BE, CH, 


CY, DE, 


DK, 


ES, 








EI, 


ER, 


GB, GR, 


IE, 


IT, 


LU, 


MC, 


NL, PT, 


SE, BF, 


BJ, CF, 


CG, 


CI, 








CM, 


GA, 


GN, GW, 


ML, 


MR, 


NE, 


SN, 


TD, TG 












CA 


2302778 




AA 


19990401 




CA 1998-2302778 


19980917 








AU 


9892317 




Al 


19990412 




AU 1998-92317 


19980917 








EP 


1015584 




Al 


20000705 




EP 1998-944877 


19980917 










R: 


AT, 


BE, 


CH, DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, LU, 


NL, SE, 


PT, 


IE, 




JP 


2002516656 


T2 


20020611 




JP 2000-512947 


19980917 






PRAI 


US 


1997- 


-934367 


A 


19970919 


















WO 


1998- 


-US19366 


W 


19980917 

















AB Expression vectors for manuf . of antigenic fragments of 
cholesteryl ester transfer protein ( 

CETP) that can be used to inactivate the protein are 

described. The protein plays a key role in the transfer 

of cholesterol from HDL to LDL and VLDL and inhibition of 

CETP synthesis can be used to prevent LDL and VLDL formation in 

the prophylaxis of atherosclerosis. Immunogens, inocula, DNA 

segments, and recombinant DNA mol . vectors useful for carrying out the 

invention are also disclosed. The use of antigenic fragments of rabbit 

CETP to raise autoantibodies in rabbits is demonstrated. 

Antibodies to three such peptides cross-reacted with human CETP. 

Rabbits vaccinated with these antigens showed a . apprx.10% 

increase in serum HDL. Antigens were manuf d. as fusion proteins 

with hepatitis B core antigens in Escherichia coli, in a baculovirus 

system, and in mammalian cell culture. 

ST cholesteryl ester transfer protein 

antigen vaccine atherosclerosis; autoantibody • 
cholesteryl ester transfer protein 
atherosclerosis HDL 

IT Antibodies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(autoantibodies, to cholesteryl ester 
transfer protein; vector vaccines against 
cholesterol ester transfer protein 
for treatment of atherosclerosis) 
IT Proteins, specific or class 
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RL: ADV (Adverse effect, including toxicity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cholesterol ester -ex changing; vector 
vaccines against cholesterol ester 
transfer protein for treatment of 
atherosclerosis ) 
IT Toxoids 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
(diphtheria, fusion proteins with cholesteryl 
ester transfer protein, as antigens; vector 
vaccines against cholesterol ester 
transfer protein for treatment of 
atherosclerosis ) 
IT Antigens 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(hepatitis B core, fusion proteins with cholesteryl 
ester transfer protein, as antigens; vector 
va.ccjL.ne5 Syains l cuOj.£s ucro^ es^er 
transfer protein for treatment of 
atherosclerosis ) 
IT Lipoproteins 

RL: ADV (Adverse effect, including toxicity); BPR (Biological process); 
BSU (Biological study, unclassified); BIOL (Biological study); PROC 
( Process) 

(high-d., prevention of cholesterol ester 
transfer from; vector vaccines against 
cholesterol ester transfer protein 
for treatment of atherosclerosis) 

IT Lipoproteins 

RL: ADV (Adverse effect, including toxicity); BPR (Biological process); 
BSU (Biological study, unclassified); BIOL (Biological study); PROC 
(Process) 

(low-d., prevention of cholesterol ester 

transfer to; vector vaccines against 

cholesterol ester transfer protein 

for treatment of atherosclerosis) 
IT Plasmid vectors 

(pCMV-SPORT-HBcAg/CETP/HBcAg, vector vaccine 

against cholesteryl ester transfer 

protein; vector vaccines against cholesterol 

ester transfer protein for treatment of 

atherosclerosis ) 
IT Plasmid vectors 

(pcDNAI /AMP-HBcAg/CETP/HBcAg-1 , vector vaccine 

against cholesteryl ester transfer 

protein; vector vaccines against cholesterol 

ester transfer protein for treatment of 

atherosclerosis ) 
IT Plasmid vectors 

(pcDNAI/AMP-HBcAg/CETP/HBcAg-2, vector vaccine 

against cholesteryl ester transfer 

protein; vector vaccines against cholesterol 

ester transfer protein for treatment of 

atherosclerosis ) 
IT Vaccines 

(synthetic; vector vaccines against cholesterol 

ester transfer protein for treatment of 

atherosclerosis ) 
IT Toxoids 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
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(tetanus, fusion proteins with cholesteryl 

ester transfer protein, as antigens; vector 

vaccines against cholesterol ester 

transfer protein for treatment of 

atherosclerosis ) 
IT Atherosclerosis 

(vector vaccines against cholesterol ester 

transfer protein for treatment of 

atherosclerosis ) 
IT Lipoproteins 

RL: ADV (Adverse effect, including toxicity); BPR (Biological process) ; 
BSU (Biological study, unclassified); BIOL (Biological study); PROC 
(Process) 

(very-low-d. , prevention of cholesterol ester 
transfer to; vector vaccines against 
cholesterol ester transfer protein 
for treatment of atherosclerosis) 

IT 123202-49-3 221550-30-7 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(antigenic peptide of cholesteryl ester 
transfer protein; vector vaccines against 
cholesterol ester transfer protein 

for treatment of atherosclerosis) 
IT 221550-31-8 221550-32-9 221550-33-0 221550-34-1 221550-35-2 
221550-37-4 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(antigenic peptide of rabbit cholesteryl ester 

transfer protein; vector vaccines against 

cholesterol ester transfer protein 

for treatment of atherosclerosis) 
RE.CNT 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Evans, E; Journal of Lipid Research 1994, P1634 

(2) Gaynor, E; Atherosclerosis 1994, V110, P101 

(3) Melchior, E; Journal of Biological Chemistry 1995, V270, P21068 

(4) Melchior, E; Trends in Cardiovascular Medicine 1995, V5, P83 

(5) O'Brien, C; Molecular Medicine Today 1997, V3(6), P231 MEDLINE 

(6) Schodel, E; Journal of Virology 1992, V66, P106 

(7) Sugano, E; Journal of Biological Chemistry 1996, V271, P19080 

(8) T Cell Sciences Inc; WO 9634888 A 1996 HCAPLUS 

(9) Thomas, L; WO 97 41227 A 1997 HCAPLUS 

(10) Thomas, L; Journal of Allergy and Clinical Immunology 1997, V99(l) 

L42 ANSWER 9 OF 15 HCAPLUS COPYRIGHT 2002 ACS 
AN 1999:127088 HCAPLUS 
DN 130:192774 

TI Cholesterylester transfer protein (CETP)-mRNA as target molecule 
in therapy of atherosclerosis, transcription constructs and drug 
screening 

IN Budzinksi, Ralph; Krist, Bernd; Mark, Michael; Mueller, Peter 
PA Boehringer Ingelheim Pharma K.-G., Germany 
SO Ger. Of fen., 24 pp. 

CODEN: GWXXBX 
DT Patent 
LA German 
IC ICM C12N015-11 

ICS C12N015-54; C07H021-00; C12Q001-68; A61K048-00 
CC 3-3 (Biochemical Genetics) 

Section cross-reference ( s ) : 1 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



belyavskyi - 09 / 934334 Page 30 



PI DE 19731609 Al 19990218 DE 1997-19731609 19970723 

DE 19731609 C2 19991230 

AB The invention concerns the cholesteryl ester 

transfer protein-mRNA (CETP-mRNA) as target 

mol. for gene therapy; transcription constructs of the human CETP 

gene contg. 5 ' -non-translating regions with regulatory sequences; the 

usage of the transcription constructs for mol. recognition in high 

throughput screening of drugs for atherosclerosis therapy via 

the suppression of CETP gene expression; and therapeutic 

antisense oligonucleotides that inhibit the translation of CETP. 

CETP expression can be inhibited by antisense nucleotides 

including 3 ' -dideoxynucleosides, phosphorothioate, methoxy and 

methylphosphonate derivs; or non nucleotide mols. Drug screening is 

performed in a cell free system contg. reticulocyte lysate, aminoacids, 

radiolabeled leucin, synthesized CETP-mRNA and the antisense 

nucleotide; after incubation the presence of radiolabeled CETP 

is measured using monoclonal antibodies to CETP. Similar 

screening is performed when hepatoma cells are incubated with the 

therapeutic oligonucleotide;; the CETP Kxpieasiun is measured 

using RIA. Binding of the prospective drug substance to the nucleic acid 

can also be tested in a BiaCore system using surface plasmon resonance 

detection . 

ST cholesteryl ester transfer protein 

CETP mRNA gene therapy atherosclerosis 

IT Proteins, specific or class 

RL: BUU (Biological use, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 
(cholesterol ester-exchanging; 
cholesteryl ester- transfer protein 
-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 

IT Atherosclerosis 
Drug screening 
Gene therapy 
Molecular recognition 
Transcriptional regulation 

(cholesteryl ester- transfer 

protein-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 
IT Antisense oligonucleotides 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 
(cholesteryl ester -transfer 

protein-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 
IT mRNA 

RL: BUU (Biological use, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
(cholesteryl ester- transfer 

protein-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 

IT Translation, genetic 

(in reticulocyte lysates, for screening of antisense mRNAs; 
cholesteryl ester- transfer protein 
-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 

IT Animal tissue culture 

(mammalian; cholesteryl ester- transfer 
protein-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 

IT Antibodies 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
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(monoclonal, for quantifying CETP prodn.; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol . in therapy of atherosclerosis, 
transcription constructs and drug screening) 
Immunoassay 

( radioimmunoassay , for quantifying CETP prodn.; 
cholesteryl ester- transfer protein 
-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 
Surface plasmon 

{resonance for detecting mol. recognition; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis, 
transcription constructs and drug screening) 
220791-39-9 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at -11 to 4 position; cholesteryl 
ester - transfer protein— mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
220791-30-0 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 1 -non-translating region of 
the transcription construct at -18 to 2 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
220791-32-2 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at -23 to 15 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
220791-37-7 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 1 -non-translating region of 
the transcription construct at -24 to -13 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
220791-45-7 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at -26 to -12 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
220791-28-6 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at -26 to 3 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
220791-44-6 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 

the transcription construct at 1584 to 1594 position; 

cholesteryl ester-transfer protein 

-mRNA (CETP-mRNA) as target mol. in therapy of 
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atherosclerosis ) 

IT 220791-41-3 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at 168 to 183 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol . in therapy of atherosclerosis) 
IT 220791-36-6 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at 568 to 584 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
IT 220735-58-0 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at 64 to 71 pos.Li.itju; cholesteryl 
ester-transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
IT 220791-43-5 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at 743 to 760 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol, in therapy of atherosclerosis) 
IT 220791-46-8 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 ' -non-translating region of 
the transcription construct at 753 to 7 68 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
IT 220791-40-2 

RL: BUU (Biological use, unclassified); PRP (Properties); THU (Therapeutic 

use); BIOL (Biological study); USES (Uses) 

(antisense oligonucleotide binding to the 5 * -non-translating region of 
the transcription construct at 9 to 24 position; cholesteryl 
ester- transfer protein-mRNA (CETP 

-mRNA) as target mol. in therapy of atherosclerosis) 
IT 220791-48-0 220791-49-1 220791-50-4 220791-51-5 

RL: BUU (Biological use, unclassified); PRP (Properties); BIOL (Biological 
study); USES (Uses) 

(nucleotide sequence, 5 ■ -non-translating region of human CETP 

; cholesteryl ester- transfer 

protein-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 
IT 220791-47-9 

RL: BUU (Biological use, unclassified); PRP (Properties); BIOL (Biological 
study); USES (Uses) 

(nucleotide sequence, coding for human CETP; 
cholesteryl ester-transfer protein 
-mRNA (CETP-mRNA) as target mol. in therapy of 
atherosclerosis, transcription constructs and drug screening) 
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A plasmid-based vaccine is provided that is based on the 

combination of DNA segments coding for one or more B cell epitopes 

of CETP and one or more broad range helper T cell 

epitopes. Administration of the plasmids as a vaccine 

to a vertebrate subject provides an immune response to the subject's 

endogenous CETP and modulation of CETP activity, 

leading to prevention or reversal of various manifestations of heart 

disease. The vaccines provide an advantageous strategy for the 

prevention or treatment of atherosclerosis. 

atherosclerosis plasmid vaccine treatment sequence 

CETP; cholesteryl ester transfer 

protein vaccine atherosclerosis; 

epitope CETP fusion protein vaccine 

atherosclerosis 

B cell (lymphocyte) 

(CETP B-cell epitope; plasmid vaccine for 

atherosclerosis treatment) 
Protein motifs 

(CETP neutral lipid binding domain or neutral lipid transfer 

domain; plasmid vaccine for atherosclerosis 

treatment ) 
Fissurella 

(Keyhole limpet hemocyanin; plasmid 

vaccine for atherosclerosis treatment) 
Hemocyanins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(Keyhole limpethemocyanin; helper T cell epitope derived 
from; plasmid vaccine for atherosclerosis 
treatment) 

Antiarteriosclerotics 



belyavskyi - 09 / 934334 



Page 34 



{ antiatheroscleroti.es / vaccine as; plasmid 
vaccine for atherosclerosis treatment) 
IT Antibodies 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; MFM (Metabolic formation) ; BIOL (Biological study) ; 
FORM (Formation, nonpreparative) 

{autoantibodies, CETP induces formation of autoantibodies 

which inhibit CETP activity; plasmid vaccine for 

atherosclerosis treatment) 
IT Lipids, biological studies 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 

(blood, CETP domains for binding and transfer of; plasmid 

vaccine for atherosclerosis treatment) 
IT Proteins, specific or class 

RL: BPN (Biosynthetic preparation) ; BPR (Biological process) ; BSU 
(Biological study, unclassified); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; PROC (Process) ; USES (Uses) 

(cholesterol ester-exchanging, 

CETP induces formation of autoantibodies which inhibit 
CETP activity; plasmid vaccine for 
atherosclerosis treatment) 
IT Toxins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(diphtheria, helper T cell epitope derived from; 
plasmid vaccine for atherosclerosis treatment) 
IT Cardiovascular system 

(disease, method for treatment of; plasmid vaccine for 
atherosclerosis treatment) 
IT Tuberculin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(helper T cell epitope derived from; plasmid vaccine 
for atherosclerosis treatment) 
IT Antigens 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
(helper T cell epitope; plasmid vaccine for 
atherosclerosis treatment) 
IT T cell (lymphocyte) 

(helper cell, vaccine comprising CETP B cell 
epitope and broad range helper T cell epitopes; 
plasmid vaccine for atherosclerosis treatment) 
IT Lipoproteins 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(high-d., method to reducing circulating ratio of HDL and LDL and VLDL 
to cholesterol; plasmid vaccine for atherosclerosis 
treatment) 
IT Lipoproteins 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(low-d,, method to reducing circulating ratio of HDL and LDL and VLDL 
to cholesterol; plasmid vaccine for atherosclerosis 
treatment) 
IT Animal cell 

(mammalian, promoter for transcription in mammalian cells; plasmid 
vaccine for atherosclerosis treatment) 
IT Heart, disease 

(method for treatment of; plasmid vaccine for 
atherosclerosis treatment) 
IT Salivary gland 

(parotid, diseases, mumps, vaccines; helper T cell 
epitope derived from; plasmid vaccine for 
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atherosclerosis treatment) 
IT Salivary gland 

(parotid, mumps, vaccines; helper T cell 
epitope derived from; plasmid vaccine for 
atherosclerosis treatment) 
IT Atherosclerosis 
Plasmid vectors 
Protein sequences 
Vertebrate (Vertebrata) 
cDNA sequences 

{plasmid vaccine for atherosclerosis treatment) 
IT Transcription, genetic 

(promoter for transcription in mammalian cells; plasmid vaccine 
for atherosclerosis treatment) 
IT Promoter (genetic element) 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(promoter for transcription in mammalian cells; plasmid vaccine 
for atherosclerosis treatment) 
IT Vaccines 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(synthetic, rubella and mumps and measles; helper T cell 
epitope derived from; plasmid vaccine for 
atherosclerosis treatment) 
IT Toxoids 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(tetanus, helper T cell epitope derived from; 

plasmid vaccine for atherosclerosis treatment) 
IT Epitopes 

(vaccine comprising CETP B cell epitope 

and broad range helper T cell epitopes; plasmid 

vaccine for atherosclerosis treatment) 
IT Fusion proteins (chimeric proteins) 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(vaccine comprising CETP B cell epitope 

and broad range helper T cell epitopes; plasmid 

vaccine for atherosclerosis treatment) 
IT Pertussis 

(vaccine; helper T cell epitope derived from; 

plasmid vaccine for atherosclerosis treatment) 
IT Rubella 

(vaccines; helper T cell epitope derived from; 

plasmid vaccine for atherosclerosis treatment) 
IT Lipoproteins 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 

( very-low-d. , method to reducing circulating ratio of HDL and LDL and 

VLDL to cholesterol; plasmid vaccine for 

atherosclerosis treatment) 
IT 111274-16-9P, Cholesteryl ester 

transfer protein (human clone - lambda . CETP 
. 10/. lambda. CETP. 307) 199062-23-2P 
199062-31-2P 

RL: BPN (Biosynthetic preparation); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(amino acid sequence; plasmid vaccine for 
atherosclerosis treatment) 
IT 199062-11-8 199062-33-4 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 
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(amino acid sequence; plasmid vaccine for 
atherosclerosis treatment) 
IT 57-88-5, Cholesterol, biological studies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); OCCU (Occurrence); USES (Uses) 
(method to reducing circulating ratio of HDL and LDL and VLDL to 
cholesterol; plasmid vaccine for atherosclerosis 
treatment) 

IT U1274-10-3P, DNA (human clone . lambda . CETP . 10/ . lambda . 
CETP. 307 cholesterol ester-exchanging 

protein cDNA) 199063-45-1P 199063-46-2P 199063-97-3P 
199063-98-4P 199063-99-5P 

RL: BPN (Biosynthetic preparation); PRP (Properties); THU {Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(nucleotide sequence; plasmid vaccine for 

atherosclerosis treatment) 
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WO 1996-US9143 19960605 
AB A method is provided for increasing HDL cholesterol in a mammal by 
stimulating an immune response that inhibits the function of CETP 
Such an immune response can be induced by immunizing with CETP 
or fragments of CETP (together termed CETP peptides) 
which contain an epitope capable of stimulating such a response. 
The peptides can be conjugated to a carrier, e.g. KLH or 
ovalbumin, in order to increase immunogenicity . Adjuvants can also be 
administered. 

ST CETP peptide immunostimulation HDL cholesterol 
IT Antigens 

Peptides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(CETP immunogenic epitopes; immunostimulation 
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method for increasing HDL cholesterol with 

cholesterol ester transfer protein 

(CETP) or fragments) 
IT Antiarteriosclerotics 

(antiatherosclerotics; immunostimulation method for increasing HDL 

cholesterol with cholesterol ester 

transfer protein (CETP) or fragments) 
IT Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(cholesterol ester- exchanging, 

CETP immunogenic epitope; immunostimulation method 
for increasing HDL cholesterol with cholesterol 
ester transfer protein (CETP) or 

fragments) 
IT Hemocyanins 
Ovalbumin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(conjugates, with CETP peptides; immunostimulation method for 
increasing HDL cholesterol with cholesterol 
ester transfer protein (CETP) or 
fragments ) 
IT Toxoids 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(diphtheria, conjugates with CETP peptides; 

immunostimulation method for increasing HDL cholesterol with 

cholesterol ester transfer protein 

(CETP) or fragments) 
IT B cell (lymphocyte) 

(epitope; immunostimulation method for increasing HDL 

cholesterol with cholesterol ester 

transfer protein (CETP) or fragments) 
IT Lipoproteins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(high-d.; immunostimulation method for increasing HDL 

cholesterol with cholesterol ester 

transfer protein (CETP) or fragments) 
IT Immunostimulants 

(immunostimulation method for increasing HDL cholesterol with 

cholesterol ester transfer protein 

(CETP) or fragments) 
IT Toxoids 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(tetanus, conjugates with CETP peptides; 

immunostimulation method for increasing HDL cholesterol with 
cholesterol ester transfer protein 
(CETP) or fragments) 
IT Antibodies 

RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(to CETP; immunostimulation method for increasing HDL 

cholesterol with cholesterol ester 

transfer protein (CETP) or fragments) 
IT 155381-67-2D, conjugates 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(immunostimulation method for increasing HDL cholesterol with 
cholesterol ester transfer protein 
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(CETP) or fragments) 
IT 57-88-5, Cholesterol, biological studies 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified) ; BIOL (Biological study) ; OCCU (Occurrence) ; PROC 
(Process) 

(immunostimulation method for increasing HDL cholesterol with 
cholesterol ester transfer protein 
(CETP) or fragments) 
IT 125377-61-9 125377-61-9D, conjugates 155381-67-2 186002-92-6 
186002-92-6D, conjugates 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(immunostimulation method for increasing HDL cholesterol with 
cholesterol ester transfer protein 
(CETP) or fragments) 
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AB 


This invention 


relates 


to peptides 


comprising a helper 


T cell 







epitope portion and a B cell epitope portion for 

eliciting an immune response against endogenous cholesteryl 

ester transfer protein (CETP) 

activity, to prevent or treat cardiovascular disease, such as 
atherosclerosis. The T helper T cell epitope may be 

derived from an antigenic peptide selected from the group consisting 

tetanus toxoid, diphtheria toxoid, 

pertussis vaccine, Bacile Calmette- 

Guerin, polio vaccine, measles vaccine 

, mumps vaccine, rubella vaccine, purified 
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protein deriv. of tuberculin, keyhole 
limpet hemocyanin, hsp70 and combination thereof. 
ST cholesteryl ester transfer protein 

antigen vaccine; atherosclerosis helper T cell 
epitope vaccine 
IT Heat-shock proteins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(HSP 70; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT Proteins, specific or class 

RL: ADV (Adverse effect, including toxicity); BSU (Biological study, 
unclassified) ; BIOL (Biological study) 

(cholesterol ester-exchanging; peptide 

vaccine comprising helper T cell epitope and B cell 

epitope that inhibits cholesteryl ester 

transfer protein activity for treating 

atherosclerosis ) 
IT Tcxoidc 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(diphtheria; peptide vaccine comprising helper T 

cell epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT Cardiovascular system 

(disease; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT B cell (lymphocyte) 

(epitope; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT T cell (lymphocyte) 

(helper cell, epitope; peptide vaccine comprising 

helper T cell epitope and B cell epitope that 

inhibits cholesteryl ester transfer 

protein activity for treating atherosclerosis) 
IT Lipoproteins 

RL: ADV (Adverse effect, including toxicity); BOC (Biological occurrence); 
BSU (Biological study, unclassified); BIOL (Biological study); OCCU 
(Occurrence) 

(high-d.; peptide vaccine comprising helper T cell 
epitope and B cell epitope that inhibits 
cholesteryl ester transfer protein 
activity for treating atherosclerosis) 
IT Hemocyanins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(keyhole limpet; peptide vaccine 

comprising helper T cell epitope and B cell epitope 
that inhibits cholesteryl ester transfer 
protein activity for treating atherosclerosis) 
IT Lipoproteins 

RL: ADV (Adverse effect, including toxicity); BOC (Biological occurrence); 
BSU (Biological study, unclassified); BIOL (Biological study); OCCU 
(Occurrence) 

(low-d.; peptide vaccine comprising helper T cell 
epitope and B cell epitope that inhibits 
cholesteryl ester transfer protein 
activity for treating atherosclerosis) 
IT Infection 
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(measles, vaccine; peptide vaccine comprising 

helper T cell epitope and B cell epitope that 

inhibits cholesteryl ester transfer 

protein activity for treating atherosclerosis) 
IT Lipids, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(neutral, binding; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT Salivary gland 

(parotid, diseases, mumps, vaccine; peptide 

vaccine comprising helper T cell epitope and B cell 

epitope that inhibits cholesteryl ester 

transfer protein activity for treating 

atherosclerosis ) 
IT Salivary gland 

(parotid, mumps, vaccine; peptide vaccine 

comprising helper T c*=> 1 1 epitope and R r.el 1 epitope 

that inhibits cholesteryl ester transfer 

protein activity for treating atherosclerosis) 
IT Atherosclerosis 

Hypercholesterolemia 
Mycobacterium BCG 
Protein sequences 

(peptide vaccine comprising helper T cell epitope 

and B cell epitope that inhibits cholesteryl 

ester transfer protein activity for 

treating atherosclerosis) 
IT Antibodies 

RL: BSU (Biological study, unclassified); BIOL {Biological study) 

(peptide vaccine comprising helper T cell epitope 

and B cell epitope that inhibits cholesteryl 

ester transfer protein activity for 

treating atherosclerosis) 
IT Vaccines 

{peptide; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT Toxoids 

RL: THU (Therapeutic use); BIOL {Biological study); USES (Uses) 
(pertussis; peptide vaccine comprising helper T cell 
epitope and B cell epitope that inhibits 
cholesteryl ester transfer protein 
activity for treating atherosclerosis) 
IT Tuberculin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
{protein deriv.; peptide vaccine comprising helper 
T cell epitope and B cell epitope that inhibits 
cholesteryl ester transfer protein 
activity for treating atherosclerosis) 
IT Toxoids 

RL: THU {Therapeutic use); BIOL (Biological study); USES (Uses) 

(tetanus; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT Poliomyelitis 
Rubella 

(vaccine; peptide vaccine comprising helper T cell 
epitope and B cell epitope that inhibits 
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cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT Peptides, biological studies 

RL: THU (Therapeutic use); BIOL {Biological study); USES (Uses) 

(vaccine; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT Lipoproteins 

RL: ADV (Adverse effect, including toxicity); BOC (Biological occurrence) ; 
BSU (Biological study, unclassified) ; BIOL (Biological study) ; OCCU 
(Occurrence) 

(very-low-d. ; peptide vaccine comprising helper T cell 

epitope and B cell epitope that inhibits 

cholesteryl ester transfer protein 

activity for treating atherosclerosis) 
IT 57-88-5, Cholesterol, biological studies 

RL: ADV (Adverse effect, including toxicity); BOC (Biological occurrence); 
BSU (Biological study, unclassified) ; BIOL (Biological study) ; OCCU 

(peptide vaccine comprising helper T cell epitope 
and B cell epitope that inhibits cholesteryl 
ester transfer protein activity for 
treating atherosclerosis) 
IT 111274-16-9, Protein (human clone . lambda. CETP 
. 10/ . lambda . CETP. 307 cholesterol ester- 
exchanging reduced) 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(peptide vaccine comprising helper T cell epitope 
and B cell epitope that inhibits cholesteryl 
ester transfer protein activity for 
treating atherosclerosis) 
IT 80295-45-0, Complement C3d 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(peptide vaccine comprising helper T cell epitope 
and B cell epitope that inhibits cholesteryl 
ester transfer protein activity for 
treating atherosclerosis) 
IT 119260-99-0 123202-49-3 126779-14-4 184882-08-4 184882-09-5 
184882-10-8 184882-11-9 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(peptide vaccine comprising helper T cell epitope 
and B cell epitope that inhibits cholesteryl 
ester transfer protein activity for 
treating atherosclerosis) 
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AB A polypeptide and analogs thereof inhibit cholesteryl 
ester transfer protein (CETP) . An 
anti-atherosclerosis compn. comprises an anti- 
si th crssclcrcsic effective amt of the polypeptide and a 
pharmaceutically acceptable carrier. An anti-atherosclerosis 
kit comprises in sep. sterile containers at least one unit of the compn. 
contg. the polypeptide, one syringe, and one needle. An antibody has 
specificity for the polypeptide of the invention, the baboon CETP 
4-kDa polypeptide inhibitor, the 1-36 amino acid N-terminal fragment of 
apoC-I, modified apo A- 1 {mol. wt . 31 kDa) , or modified apoE (mol. wt . 41 
kDa) . A method of preventing atherosclerosis in a mammal being 
predisposed to that condition comprises administering to the mammal a 
prophylactically effective amt. of the polypeptide of the invention, and a 
method of treating a mammal afflicted with atherosclerosis 
comprises the administration of a therapeutically effective amt. of the 
polypeptide. The peptides consist of the N-terminal 36 residues of baboon 
apoC-I, a synthetic peptide adding an N-terminal Ala-Pro dipeptide, the 
human 38-residue analog, and active fragments and substituted analogs. 

ST atherosclerosis inhibitor peptide; cholesteryl 
ester transfer protein inhibitor peptide 

IT Peptides, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(cholesterol ester-exchanging 
protein- inhibiting; cholesteryl ester 
transfer protein inhibitor polypeptide, antibodies 

against the synthetic polypeptide and prophylactic and therapeutic 
ant i -atherosclerosis treatments) 
IT Baboon 

(cholesteryl ester transfer 

protein inhibitor polypeptide, antibodies against the synthetic 
polypeptide and prophylactic and therapeutic anti- 
atherosclerosis treatments) 
IT Antibodies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 
(cholesteryl ester transfer 

protein inhibitor polypeptide, antibodies against the synthetic 
polypeptide and prophylactic and therapeutic anti- 
atherosclerosis treatments) 
IT Protein sequences 

(of cholesteryl ester transfer 

protein inhibitor polypeptide from baboon and human) 
IT Antiarteriosclerotics 

(antiatherosclerotics, cholesteryl ester 

transfer protein inhibitor polypeptide, antibodies 

against the synthetic polypeptide and prophylactic and therapeutic 
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anti-atherosclerosis treatments) 
IT Lipoproteins 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(apo-, A- 1, cholesteryl ester transfer 

protein inhibitor polypeptide, antibodies against the synthetic 
polypeptide and prophylactic and therapeutic anti- 
atherosclerosis treatments) 
IT Lipoproteins 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(apo-, C-I, cholesteryl ester transfer 

protein inhibitor polypeptide, antibodies against the synthetic 
polypeptide and prophylactic and therapeutic anti- 
atherosclerosis treatments) 
IT Lipoproteins 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(apo-, E, cholesteryl ester transfer 

protein inhibitor polypeptide, antibodies against the synthetic 
polypeptide and prophylactic and therapeutic anti- 
atherosclerosis treatments) 
IT FrotGins , specific cr Cj.uGC 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(cholesterol ester-exchanging, 
cholesteryl ester transfer protein 

inhibitor polypeptide, antibodies against the synthetic polypeptide and 
prophylactic and therapeutic anti-atherosclerosis treatments) 
IT 150027-05-7 161051-55-4 163062-88-2 

RL: BAC (Biological activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(cholesteryl ester transfer 

protein inhibitor polypeptide, antibodies against the synthetic 
polypeptide and prophylactic and therapeutic anti- 
atherosclerosis treatments) 



L42 ANSWER 14 OF 15 HCAPLUS COPYRIGHT 2002 ACS 
AN 1993:552092 HCAPLUS 
DN 119:152092 

TI Cholesteryl ester transfer protein 

(CETP) inhibitor polypeptide, antibodies against the synthetic 
polypeptide, and prophylactic and therapeutic anti-atherosclerosis 
treatments 

IN Kushwaha, Rampratap; Born, Kathleen; Mcgill, Henry C, Jr.; Kanda, 

Patrick; Dunham, Raymond G. 
PA Southwest Foundation for Biomedical Research, USA 
SO PCT Int. Appl., 4 6 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K037-00 

ICS A61K037-02; A61K037-64; A61K037-04 
CC 1-8 (Pharmacology) 

Section cross-reference (s) : 15 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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AB A polypeptide and analogs thereof inhibit CETP. Also disclosed 

are methods using the polypeptide of the invention for prevention and 
treatment of atherosclerosis, an anti-atherosclerosis 
compn., and an ant i -atherosclerosis kit. An antibody is 

disclosed which has specificity for the polypeptide of the invention, the 
baboon CETP 4 kDa polypeptide inhibitor, the 1-36 apo C-I 
amino-terminal fragment, modified apo A-I {31 kDa mol . wt.), or modified 
apo E {41 kDa mol . wt.). Sequences of polypeptide inhibitors are 
included. Detection of the CETP inhibitor peptide in the plasma 
of baboons with a high HDL1 phenotype is described, as is CETP 
inhibition by various peptide fragments. 
ST cholesteryl ester transfer protein 

inhibitor peptide; antibody cholesteryl ester 
transfer protein inhibitor 
IT Antibodies 

RL: BIOL (Biological study) 

(to cholesteryl ester transfer 
protein inhibitor peptides) 
IT Sialoglycoproteins 

KLi : BIOL (Biological study) 

(CETP (cholesterol ester- transfer 
protein) , peptide inhibitor of) 
IT Antiarteriosclerotics 

(antiatherosclerotics, cholesteryl ester 
transfer protein inhibitor peptides) 
IT Lipoproteins 

RL: BIOL (Biological study) 

(apo-, A-I, modified, antibody specific for cholesteryl 
ester transfer protein inhibitor peptide 
reactive with) 
IT Lipoproteins 

RL: BIOL (Biological study) 

{apo-/ C-I, antibody specific for cholesteryl ester 
transfer protein inhibitor peptide reactive with) 
IT Lipoproteins 

RL: BIOL (Biological study) 

(apo-, E, modified, antibody specific for cholesteryl 
ester transfer protein inhibitor peptide 
reactive with) 
IT Lipoproteins 

RL: BIOL (Biological study) 

(high-d., 1, cholesteryl ester transfer 
protein inhibitory peptide in baboon with high) 
IT 149930-28-9 149930-29-0 149930-30-3 150027-05-7 
RL: BIOL (Biological study) 

{cholesteryl ester transfer 

protein inhibitor peptide amino acid sequence) 
IT 150027-05-7D, analogs 

RL: BIOL (Biological study) 

(cholesteryl ester transfer 
protein inhibitor peptides) 

L42 ANSWER 15 OF 15 HCAPLUS COPYRIGHT 2002 ACS 
AN 1993:36917 HCAPLUS 
DN 118:36917 

TI Molecular cloning, sequence, and expression of cynomolgus monkey 
cholesteryl ester transfer protein. 

Inverse correlation between hepatic cholesteryl ester 
transfer protein mRNA levels and plasma high density 
lipoprotein levels 

AU Pape, Michael E. ; Rehberg, Edward F. ; Marotti, Keith R. ; Melchior, George 
W. 

CS Upjohn Co., Kalamazoo, MI, 49001, USA 
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SO Arterioscler. Thromb. (1991), 11(6), 1759-71 

CODEN: ARTTE5; ISSN: 104 9-8834 
DT Journal 
LA English 

CC 14-5 (Mammalian Pathological Biochemistry) 

Section cross-reference (s) : 3, 6 
AB A cDNA clone contg. the coding region for cynomolgus monkey 

cholesteryl ester transfer protein ( 

CETP) was isolated by the polymerase chain reaction with primers 

based on the human CETP cDNA sequence and cDNA synthesized from 

liver poly (A+) RNA. Anal, of that cDNA indicated that the nucleotide and 

amino acid sequences of cynomolgus monkey CETP were greater than 

95% homologous with the human sequences. A fragment of the cDNA was used 

to develop an internal-std. /RNAse protection assay that allowed precise 

quantification of CETP mRNA levels. Anal, of total RNA from 

various tissues with this assay revealed that the liver and thoracic aorta 

expressed high levels of CETP mRNA; the mesenteric fat, adrenal 

gland, spleen, and abdominal aorta had low but detectable levels of the 

mRNA; and the brain, kidney, intestine, and skeletal muscle had 

undetectable levels cf that mPvMA. When the monkeys v.'ere made 

hypercholesterolemic by a high-fat, high-cholesterol (HFHC) 

diet, hepatic levels of CETP mRNA increased from 1.6 pg/.mu.g 

total RNA to 4 . 1 pg/.mu.g; mesenteric fat CETP mRNA increased 

from 0.4 pg/.mu.g total RNA to 5.3 pg/.mu.g; and plasma CET activity 

increased approx. fourfold. The CETP mRNA levels in the 

thoracic and abdominal aortas were not significantly increased in monkeys 

fed the HFHC diet, even though those animals had gross 

atherosclerosis. The apoprotein E mRNA levels, however, were 

markedly increased in the aortas of monkeys with atherosclerosis 

, with the largest increase occurring in the abdominal aorta. Taken 

together, these data suggest that lipid deposition in the artery was not 

accompanied by increased expression of the CETP gene in that 

tissue. Statistical anal, showed that a strong, neg. correlation existed 

between hepatic CETP mRNA levels and both high d. lipoprotein 

cholesterol and apoprotein A-I. These data suggest that HFHC 

diet-induced changes in high d. lipoprotein metab. may be linked to 

altered expression of a functional CETP gene. 

ST cholesterol ester transfer protein 

atherosclerosis monkey; cholesterol ester 
transfer protein sequence monkey 

IT Adipose tissue, composition 

(cholesteryl ester transfer 

protein mRNA of mesenteric, in atherosclerosis in 

cynomolgus monkey) 
IT Liver, composition 
Organ 

(cholesteryl ester transfer 

protein mRNA of, in atherosclerosis in cynomolgus 
monkey) 
IT Blood plasma 

(cholesteryl ester transfer 

protein of, in atherosclerosis in cynomolgus monkey) 
IT Macaca irus 

(cholesteryl ester transfer 

protein of, mol . cloning and sequence and expression of, in 
atherosclerosis ) 
IT Gene, animal 

RL: BIOL (Biological study) 

(for cholesteryl ester transfer 

protein, nucleotide sequence of and predicted amino acid 
sequence from and expression of, in atherosclerosis in 
cynomolgus monkey) 
IT Ribonucleic acids, messenger 
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RL: BIOL (Biological study) 

(for cholesteryl ester transfer 

protein, of liver in atherosclerosis in cynomolgus 
monkey, high-d. lipoproteins of blood plasma in relation to) 
IT Molecular cloning 

(of cholesteryl ester transfer 
protein cDNA of cynomolgus monkey) 
IT Protein sequences 

(of cholesteryl ester transfer 
protein, of cynomolgus monkey liver) 
IT Lipoproteins 

RL: BIOL (Biological study) 

(apo-, A-I, mRNA for, of liver, in atherosclerosis in 
cynomolgus monkey, cholesteryl ester 
transfer protein in relation to) 
IT Lipoproteins 

RL: BIOL {Biological study) 

(apo-, E, mRNA for, of aorta and liver, in atherosclerosis in 
cynomolgus monkey, cholesteryl ester 
transfer protein in relation tn} 
IT Arteriosclerosis 

(atherosclerosis, cholesteryl ester 
transfer protein mRNA of aorta and liver and other 
organs in, in cynomolgus monkey) 
IT Deoxyribonucleic acid sequences 

(complementary, for cholesteryl ester 
transfer protein, of cynomolgus monkey liver) 
IT Lipoproteins 

RL: BIOL (Biological study) 

(high-d. , cholesterol of, of blood plasma in 
atherosclerosis in cynomolgus monkey, cholesteryl 
ester transfer protein in relation to) 
IT Proteins, specific or class 
RL: BIOL (Biological study) 

(lipid-exchanging I, gene for, nucleotide sequence of and predicted 
amino acid sequence from and expression of, in atherosclerosis 
in cynomolgus monkey) 
IT 145170-17-8, Glycoprotein (Macaca irus cholesterol 
ester- exchanging protein moiety reduced) 
RL: PRP (Properties) 

(amino acid sequence of, complete) 
IT 145170-15-6 

RL: PRP (Properties) 

(nucleotide sequence of) 
IT 145170-16-7, Deoxyribonucleic acid (Macaca irus cholesterol 
ester-exchanging glycoprotein messenger RNA-complementary) 
RL: PRP (Properties) 

(nucleotide sequence of, complete) 
IT 57-88-5D, Cholest-5-en-3-ol (3.beta.)-, esters 
RL: BIOL (Biological study) 

(transfer protein for, gene for, nucleotide sequence of and predicted 
amino acid sequence from and expression of, in atherosclerosis 
in cynomolgus monkey) 
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L60 ANSWER 1 OF 6 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
AN 2001:517733 BIOSIS 
DN PREV200100517733 

TI Plasmid-based vaccine for treating atherosclerosis. 
AU Thomas, Lawrence J. (1) 

CS (1) Easton, MA USA 

ASSIGNEE: AVANT Immunotherapeutics , Inc. 
PI US 6284533 September 04, 2001 

SO Official Gazette of the United States Patent and Trademark Office Patents, 
(Sep. 4, 2001) Vol. 1250, No. 1, pp. No Pagination, e-file. 
ISSN: 0098-1133. 

DT Patent 

LA English 

AB A plasmid-based vaccine is provided herein based on the 

comhi nat i on of DNA .spgments coding for one or more B cell epitopes of 
cholesteryl ester transfer protein ( 

CETP) and one or more broad range helper T cell epitopes. 
Administration of the plasmids as a vaccine to a vertebrate 
subject provides an immune response to the subject's endogenous 
CETP and modulation of CETP activity, leading to 

prevention or reversal of various manifestations of heart disease. The 
vaccines provide an advantageous strategy for the prevention or 
treatment of atherosclerosis. 
NCL 435320000 
IT Major Concepts 

Cardiovascular Medicine {Human Medicine, Medical Sciences); 
Pharmacology 
IT Diseases 

atherosclerosis: vascular disease 
IT Chemicals & Biochemicals 

plasmid-based vaccine: vaccine 
IT Alternate Indexing 

Atherosclerosis (MeSH) 

L60 ANSWER 2 OF 6 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
AN 2001:298985 BIOSIS 
DN PREV200100298985 

TI An extended toxicologic evaluation of an immunoneutralizing 

vaccine to produce anti-CETP antibodies for the 

prevention/treatment of atherosclerosis. 
AU Thomas, Lawrence J. (1); Picard, Michele D. (1); Miller, David 

P. (1); Emmett, Constance D. {1); Scesney, Susanne M. (1); Pisano, Milissa 

L. (1); Adari, Hedy (1); Hammond, Russell A. (1); Marsh, Henry C. (1); 

Rittershaus, Charles W. (1); Pettey, Carolyn L. (1) 
CS (1) AVANT Immunotherapeutics, 119 Fourth Ave., Needham, MA, 024 94 USA 
SO FASEB Journal, (March 7, 2001) Vol. 15, No. 4, pp. A566. print. 

Meeting Info. : Annual Meeting of the Federation of American Societies for 

Experimental Biology on Experimental Biology 2001 Orlando, Florida, USA 

March 31-April 04, 2001 

ISSN: 0892-6638. 
DT Conference 
LA English 
SL English 

AB A toxicology study was conducted with an immunoneutralizing 

vaccine designed to elicit antibodies that would bind to and block 
the function of cholesteryl ester transfer 
protein (CETP) , in order to prevent 

atherosclerosis. The vaccine consisted of a dimer of a 
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31 a. a. synthetic chimeric peptide containing an N-terminal cysteine, a T 
cell epitope (residues 830-843 of tetanus toxin) , and a B cell epitope 
(residues 461-476 of human CETP) , formulated with an alum 
adjuvant. In this study NZW rabbits were immunized with either 0 
mg (4 males and 4 females)/ 0 . 1 mg (2 males and 2 females}, 0.25 mg (4 
males and 4 females) or 1.0 mg (4 males and 4 females) of the 
vaccine on days 1, 29 and 57. On day 197 (at a relative antibody 
minimum) half of the animals from groups 1, 3 and 4 were sacrificed. The 
remaining animals were reboosted and euthanized on day 211, at an expected 
antibody maximum. Blood samples were taken periodically throughout the 
study and were assessed for hematology, clinical chemistry, and antibody 
titers. All rabbits in the non-control groups developed anti-rabbit 
CETP antibody titers, thus validating the immunogenicity of the 
vaccine. In all other measurements the vaccinated groups 

were indistinguishable from the control group. All animals were monitored 
for clinical abnormalities throughout the study, and at necropsy, gross 
pathology was assessed, selected organs were weighed, and samples of 4 4 
tissues were taken for histopathology . By all the above parameters, no 
significant test article-related pathology was observed. This study 
demonstrated the administration of this CETP immunoneutralizing 
vaccine produced specific self-reactive antibody titers but no 
detectable test article-related pathology. 
CC Cytology and Cytochemistry - Animal *02506 

General Biology - Symposia, Transactions and Proceedings of Conferences, 
Congresses, Review Annuals *00520 

Pathology, General and Miscellaneous - Therapy *12512 

Cardiovascular System - Blood Vessel Pathology *14508 

Blood, Blood-Forming Organs and Body Fluids - Blood and Lymph Studies 

*15002 

Blood, Blood-Forming Organs and Body Fluids - Blood Cell Studies * 15004 
Pharmacology - General *22002 

Pharmacology - Immunological Processes and Allergy *22018 
Toxicology - General; Methods and Experimental *22501 
Toxicology - Pharmacological Toxicology *22504 
Immunology and Immunochemistry - General; Methods *34 502 
BC Leporidae 86040 
IT Major Concepts 

Pharmacology; Toxicology 
IT Parts, Structures, & Systems of Organisms 

B cell: blood and lymphatics, immune system; T cell: blood and 
lymphatics, immune system; blood: blood and lymphatics 
IT Diseases 

atherosclerosis: prevention, treatment, vascular disease 
IT Chemicals & Biochemicals 

anti-cholesteryl ester transfer 
protein antibodies [anti-CETP antibodies] ; 
cholesteryl ester transfer protein 
[CETP] ; cholesteryl ester 

transfer protein immunoneutralizing vaccine 

[CETP immunoneutralizing vaccine] : immunogenicity, 

immunostimulant - drug; immunoneutralizing vaccine: 

immunostimulant - drug, toxicity 
IT Alternate Indexing 

Atherosclerosis (MeSH) 
IT Methods & Equipment 

toxicology study 
IT Miscellaneous Descriptors 

Meeting Abstract 
ORGN Super Taxa 

Leporidae: Lagomorpha, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

NZW rabbit (Leporidae) : female, male 
ORGN Organism Superterms 
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Animals; Chordates; Lagomorphs ; Mammals; Nonhuman Mammals; Nonhuman 
Vertebrates; Vertebrates 

L60 ANSWER 3 OF 6 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
AN 2000:476466 BIOSIS 
DN PREV200000476466 

TI Vaccine- induced antibodies inhibit CETP activity in 

vivo and reduce aortic lesions in a rabbit model of 

atherosclerosis . 
AU Rittershaus, Charles W. (1); Miller, David P.; Thomas, 

Lawrence J.; Picard, Michele D.; Honan, Christopher M. ; Emmett, 

Constance D . ; Pettey, Carolyn L.; Adari, Hedy; Hammond, Russell A. ; 

Beattie, David T.; Callow, Allan D.; Marsh, Henry C; Ryan, Una S. 
CS (1) AVANT Immunotherapeutics, Inc, 119 Fourth Ave, Needham, MA, 024 94 USA 
SO Arteriosclerosis Thrombosis and Vascular Biology, {September, 2000) Vol. 

20, No. 9, pp. 2106-2112. print. 

ISSN: 1079-5642. 
DT Article 
LA English 

or i7*,^.i ~ u 

<j j_i uuy j- -i. ij 1 1 

AB Using a vaccine approach, we immunized New Zealand 

White rabbits with a peptide containing a region of cholesteryl 
ester transfer protein (CETP) known 

to be required for neutral lipid transfer function. These 

rabbits had significantly reduced plasma CETP activity and an 

altered lipoprotein profile. In a cholesterol- fed rabbit model 

of atherosclerosis, the fraction of plasma cholesterol 

in HDL was 4 2% higher and the fraction of plasma cholesterol in 

LDL was 24% lower in the CETP-vaccinated group than in 

the control-vaccinated group. Moreover, the percentage of the 

aorta surface exhibiting atherosclerotic lesion was 39.6% 

smaller in the CETP-vaccinated rabbits than in 

controls. The data reported here demonstrate that CETP activity 
can be reduced in vivo by vaccination with a peptide derived 
from CETP and support the concept that inhibition of 
CETP activity in vivo can be antiatherogenic. In addition, these 
studies suggest that vaccination against a self-antigen is a 
viable therapeutic strategy for disease management. 
CC Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
Biochemical Studies - General *10060 
Biochemical Studies - Lipids *10066 

Cardiovascular System - Physiology and Biochemistry * 14 504 
Cardiovascular System - Blood Vessel Pathology *14508 
BC Leporidae 86040 
IT Major Concepts 

Biochemistry and Molecular Biophysics; Cardiovascular System (Transport 
and Circulation) 
IT Diseases 

atherosclerosis: vascular disease 
IT Chemicals & Biochemicals 

cholesteryl ester transfer 
protein: inhibition, plasma activity; cholesteryl 
ester transfer protein vaccine; 

high-density lipoprotein: plasma fraction; low-density lipoprotein: 

plasma fraction 
IT Alternate Indexing 

Atherosclerosis (MeSH) 
ORGN Super Taxa 

Leporidae: Lagomorpha, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

rabbit (Leporidae) : animal model 
ORGN Organism Superterms 

Animals; Chordates; Lagomorphs; Mammals; Nonhuman Mammals; Nonhuman 
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Vertebrates; Vertebrates 

L60 ANSWER 4 OF 6 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
AN 1999:282999 BIOSIS 
DN PREV199900282999 

TI A vaccine to produce anti-cholesteryl ester 

transfer protein (CETP) antibodies for the 

prevention/treatment of atherosclerosis. 
AU Thomas, L. J. (1); Picard, M. D. (1); Miller, D. P. (1); Honan, 

C. M. (1); Adari, H. (1); Emmett, C. D. (1); Marsh, H. C. (1); Ryan, U. S. 
(1); Pettey, C. L. (1); Rittershaus, C. W. (1) 

CS (1) Avant Immuno therapeutics, Inc., Needham, MA, 02494 USA 

SO FASEB Journal, (March 15, 1999) Vol. 13, No. 5 PART 2, pp. A693. 

Meeting Info.: Annual Meeting of the Professional Research Scientists on 

Experimental Biology 99 Washington, D.C., USA April 17-21, 1999 Federation 

of American Societies for Experimental Biology 

. ISSN: 0892-6638. 
DT Conference 
LA English 

r*r* nk -, .. , 1 _ r^r>^ t--,1 -kOOfiCiO 

uv_. t. iiaj.mauu.Luy j uuhuj- h-u t- a- w w 

Biochemical Studies - General *10060 

Nutrition - General Studies, Nutritional Status and Methods *13202 
Immunology and Immunochemistry - General; Methods *34502 
Cardiovascular System - General; Methods *14501 

General Biology - Symposia, Transactions and Proceedings of Conferences, 

Congresses, Review Annuals *00520 
BC Leporidae 86040 
IT Major Concepts 

Cardiovascular System (Transport and Circulation) ; Pharmacology 
IT Diseases 

atherosclerosis: vascular disease; fatty streak lesion: 

vascular disease 
IT Chemicals & Biochemicals 

anti-cholesteryl ester transfer 

protein; anti-cholesteryl ester 

transfer protein antibody producing vaccine 

; cholesterol supplemented diet 
IT Alternate Indexing 

Atherosclerosis (MeSH) 
IT Methods & Equipment 

atherosclerosis prevention: prevention method; 

atherosclerosis treatment: therapeutic method 
IT Miscellaneous Descriptors 

Meeting Abstract 
ORGN Super Taxa 

Leporidae: Lagomorpha, Mammalia, Vertebrata, Chordata, Animalia 
ORGN Organism Name 

New Zealand White rabbit (Leporidae) 
ORGN Organism Superterms 

Animals; Chordates; Lagomorphs; Mammals; Nonhuman Mammals; Nonhuman 

Vertebrates; Vertebrates 
RN 20910-06-9D (CHOLESTERYL) 
57-88-5 (CHOLESTEROL) 

L60 ANSWER 5 OF 6 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
AN 1998:200178 BIOSIS 
DN PREV199800200178 

TI Use of xenogeneic cholesteryl ester transfer 
protein (CETP) in a plasmid-based vaccine to 

produce anti-CETP autoantibodies for the prevention/treatment of 
atherosclerosis . 

AU Thomas, L. J.; Adari, H.; Picard, M. D.; Honan, C. M. ; Miller, 

D. P.; Rittershaus, C. W. ; Pettey, C. L. 
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CS T Cell Sciences Inc., Needham, MA USA 

SO FASEB Journal, (March 17, 1998) Vol. 12, No. 4, pp. A310. 

Meeting Info.: Annual Meeting of the Professional Research Scientists on 
Experimental Biology 98, Part 1 San Francisco, California, USA April 
18-22, 1998 Federation of American Societies for Experimental Biology 
. ISSN: 0892-6638. 

DT Conference 

LA English 

CC Cardiovascular System - Blood Vessel Pathology *14508 
Biochemical Studies - General *10060 

General Biology - Symposia, Transactions and Proceedings of Conferences, 
Congresses, Review Annuals *00520 

Biochemical Studies - Proteins, Peptides and Amino Acids *10064 
IT Major Concepts 

Cardiovascular System (Transport and Circulation) 
IT Diseases 

atherosclerosis: prevention, treatment, vascular disease 
IT Chemicals & Biochemicals 

plasmid-based vaccine; xenogenic cholesteryl 

ester transfer protein: autoantibodies 
IT Miscellaneous Descriptors 

Meeting Abstract 
RN 20910-06-9D (CHOLESTERYL) 

L60 ANSWER 6 OF 6 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 
AN 1997:144273 BIOSIS 
DN PREV199799443476 

TI A plasmid-based vaccine to elicit autoantibodies to 
cholesteryl ester transfer protein { 

CETP) for the prevention/treatment of atherosclerosis. 
AU Thomas, L. J.; Picard, M. D. ; Stewart, S. E . ; Waite, B. C. D.; 

Lin, A. Y.; Rittershaus, C. W. ; Pettey, C. L. 
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TI Vaccine against cholesteryl ester 
transfer protein. 

DC B04 D16 

IN RITTERSHAUS , C W; THOMAS, L J 
PA (AVAN-N) AVANT IMMUNOTHERAPEUTICS INC 
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PI WO 9920302 Al 19990429 (199925)* EN 61p 
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OA PT SD SE SZ UG ZW 
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R: AT BE CH CY DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 

JP 2001520204 W 20011030 (200202) 67p A61K039-00 

ADT WO 9920302 Al WO 1998-US22145 19981020; AU 9911048 A AU 1999-11048 

19981020; EP 1024825 Al EP 1998-953762 19981020, WO 1998-US22145 19981020; 

JP 2001520204 W WO 1998-US22145 19981020, JP 2000-516697 19981020 
FDT AU 9911048 A Based on WO 9920302; EP 1024825 Al Based on WO 9920302; JP 

2001520204 W Based on WO 9920302 
PRAI US 1997-954643 19971020 
IC ICM A61K039-00 

ICS A61K039-39; A61K048-00; A61P009-00; A61P009-10; C07K014-47; 
C12N015-09 
AB WO 9920302 A UPAB: 20011203 

NOVELTY - Vaccine that promotes production of antibodies that 

bind endogenous cholesteryl ester transfer 

protein (CETP) in a mammal comprises a non-endogenous, 

optionally mammalianized, CETP, optionally combined with an 

adjuvant, for non-specific stimulation of the mammal's immune response. 
DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for a 

plasmid-based vaccine comprising a promoter, functional in 

mammal Ian cells, linked to a sequence encoding a ncn - endogenous 

CETP. 

ACTIVITY - Anti-atherosclerotic. 

MECHANISM OF ACTION - Antibodies raised against the vaccine 
recognize endogenous CETP, reducing its activity, and thus the 
transfer of cholesterol from high-density lipoprotein 
(HDL) to (very) low-density lipoprotein (LDL) . 

USE - The vaccines (and equivalent plasmid-based 
vaccines) are used: 

(1) to increase the ratio of circulating high-density lipoprotein 
(HDL) -associated cholesterol to low-density lipoprotein 

(LDL) -associated cholesterol; 

(2) to decrease the level of endogenous CETP activity in 
humans or other animals; 

(3) to alter metabolism of LDL-associated cholesterol, for 
inhibiting development of atherosclerotic lesions; 

(4) to lower circulating levels of LDL and total cholesterol 

; 

(5) to treat or prevent atherosclerosis (or more generally 
heart disease) 

FS CPI 

FA AB; DCN 

MC CPI: B04-C01G; B04-E08; B04-N02A; B05-A01A; B05-C05; B14-F06; 
B14-F07; B14-S11; D05-H07; D05-H12E 

TECH UPTX: 19990630 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - Preferred vaccine: The 

non-endogenous CETP is from rabbit, mouse or monkey, or is a 

humanized form of these, or it is an allelic variant or polymorph of a 

human CETP. Particularly preferred is a humanized rabbit 

CETP of 4 47 amino acids (sequence given in the specification. This 

lacks the region from 393Ala to 411Ala, so resembles the human protein 

more closely than the wild-type rabbit protein. Alternatively, where the 

host is a rabbit, the non-endogenous CETP is the human protein. 

Suitable adjuvants are alum, complete or incompete Freund's adjuvant or 

the RIBI adjuvant system. Optionally the non-endogenous CETP is 

dimerized or linked to a related protein (e.g. phospholipid transfer 

protein) or other conventional carrier protein to increase its 

immunogenicity. It may also contain a source of T helper cells epitopes. 

Plasmid-based vaccines express the same CETP as above, 

and include a cytomegalovirus immediate-early promoter-enhancer. 

Preparation: CETP may be expressed by standard recombinant DNA 

methods. A typical expression vector is pCMV-CETP-TT (ATCC 

98038) in which the cytomegalovirus promoter controls expression of a 

vaccinating peptide described in PCT/US96/06147 . It is modified 
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conventionally to express full-length CETP proteins. 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred vaccine: The 

non-endogenous CETP is from rabbit, mouse or monkey, or is a 

humanized form of these, or it is an allelic variant or polymorph of a 

human CETP. Particularly preferred is a humanized rabbit 

CETP of 447 amino acids (reproduced) . This lacks the region from 

393Ala to 411Ala, so resembles the human protein more closely than the 

wild-type rabbit protein. Alternatively, where the host is a rabbit, the 

non-endogenous CETP is the human protein. Suitable adjuvants are 

alum, complete or incompete Freund's adjuvant or the RIBI adjuvant system. 

Optionally the non-endogenous CETP is dimerized or linked to a 

related protein {e.g. phospholipid transfer protein) or other conventional 

carrier protein to increase its immunogenicity . It may also contain a 

source of T helper cells epitopes. Plasmid-based vaccines 

express the same CETP as above, and include a cytomegalovirus 

immediate-early promoter-enhancer . 

TECHNOLOGY FOCUS - ORGANIC CHEMISTRY - Preparation: CETP are 

produced by usual methods of automated peptide synthesis, and coupled to 

carriers or other peptides through usual bifunctional crosslinkers . 

L73 ANSWER 2 OF 4 WPIX (C) 2002 THOMSON DERWENT 
AN 1999-276984 [23] WPIX 
DNC C1999-081276 

TI New recombinant DNA vaccines lessening cholesterol 
ester transfer contain DNA encoding 
cholesterylester transfer protein. 

DC B04 D16 

IN GLENN, K; NEEDLEMAN, P 
PA (MONS) MONSANTO CO 
CYC 83 

PI WO 9915655 Al 19990401 (199923)* EN 98p C12N015-12 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW NL 
OA PT SD SE SZ UG ZW 
W: AL AM AT AU AZ BA BB BG BR BY CA CH CN CU CZ DE DK EE ES FI GB GE 
GH GM HR HU ID IL IS JP KE KG KP KR KZ LC LK LR LS LT LU LV MD MG 
MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM TR TT UA UG 
US UZ VN YU ZW 

AU 9892317 A 19990412 (199934) C12N015-12 

EP 1015584 Al 20000705 (200035) EN C12N015-12 
R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU NL PT SE 
ADT WO 9915655 Al WO 1998-US19366 19980917; AU 9892317 A AU 1998-92317 

19980917; EP 1015584 Al EP 1998-944877 19980917, WO 1998-US19366 19980917 
FDT AU 9892317 A Based on WO 9915655; EP 1015584 Al Based on WO 9915655 
PRAI US 1997-934367 19970919 
IC ICM C12N015-12 

ICS A61K048-00 
AB WO 9915655 A UPAB: 19991103 

NOVELTY - New recombinant DNA vaccines contain DNA encoding 

cholesteryl ester transfer protein, 

for producing antibodies to lessen the transfer of 

cholesteryl esters from HDL. 

DETAILED DESCRIPTION - A novel process for producing antibodies to 

cholesteryl ester transfer protein { 

CETP) in a mammal comprises: 

(a) immunizing the mammal with an inoculum containing a 

vehicle in which is dissolved or dispersed a recombinant DNA molecule 

comprising a DNA sequence that contains: 

(i) a sequence encoding a CETP immunogen linked to; 

(ii) a promoter sequence that controls the expression of the 
CETP immunogen DNA sequence in the mammal, the CETP 

immunogen being an immunogenic polypeptide having a CETP amino 
acid residue sequence, the immunization providing an amount of 
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the recombinant DNA molecule to induce antibodies to CETP; 

(b) maintaining the immunized mammal for the production of 
antibodies that bind to CETP. 

INDEPENDENT CLAIMS are also included for: 

(1) a process for increasing the concentration of high density 
lipoprotein (HDL) cholesterol in the blood of a mammal whose 
blood contains CETP comprising: 

(a) step (a) as above; 

(b) maintaining the immunized mammal for the CETP 

immunogen to be expressed and for the production of antibodies that bind 
to CETP and lessen the transfer of cholesteryl 
esters from HDL; 

(2} an inoculum that comprises a recombinant DNA molecule comprising 
a DNA sequence that contains: 

(1) a sequence encoding a CETP immunogen linked to; 

(2) a promoter sequence that controls the expression of the 
CETP immunogen DNA sequence in a mammal, the recombinant DNA 
molecule being dissolved or dispersed in a vehicle. 

USE - The method can provide an autogeneic immunological process for 
lessening the trans fsr of Ciiolsstsryl sstsrs 
from HDL particles and for increasing the HDL cholesterol 
concentration of a mammal whose blood also contains CETP. The 
method may be useful in treating human pro-atherogenic dyslipoproteinemias 
characterized by low HDL/LDL cholesterol ratios. 

ADVANTAGE - The method can have an effect that lasts for months as 
compared to the short-term effects of the small molecule drugs now 
available . 
Dwg. 0/0 

FS CPI 

FA AB; DCN 

MC CPI: B04-B04D5; B04-E02F; B04-G01; B04-N02A0E; B14-F02; B14-S11; 
D05-H07; D05-H12C; D05-H12E; D05-H17C 

TECH UPTX: 20001114 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - The encoded CETP immunogen 
may comprise an immunogenic polypeptide fused to an exogenous antigen 
carrier polypeptide, e.g. hepatitis B core protein, tetanus toxoid, or 
diphtheria toxoid. The DNA may be dissolved or dispersed in a vehicle, 
e.g. PBS or isotonic saline. 

In the process for producing antibodies the blood of the mammal contains 
CETP. 

In (1) step (a) may be repeated several times, preferably at intervals of 
about 3 months to six months until the HGDL cholesterol levels is 
increased by about 10%. In (1) the recombinant DNA encodes human or rabbit 
CETP as the immunogenic polypeptide. The immunogenic polypeptide 
may be fused (especially by either termini) to an exogenous antigenic 
carrier polypeptide , where the antigen is especially hepatitis B core 
protein , tetanus toxoid or diptheria toxoid. The antigenic carriers may 
optionally be fused to the C terminus and N terminus of the immunogenic 
polypeptide. When the antigenic carriers are fused to both termini the 
immunogenic portion is 10-30 amino acids in length, and is fused to an 
amino terminal and carboxy-terminal flanking sequence where: 

(a) the amino terminal flanking sequence consists of 70-90 amino acid 
residues of the hepatitis B core protein sequences from amino acids 1-90, 
the C terminal sequence is 65-85 amino acid residues in length having the 
hepatitis B core protein sequence from amino acids 80-183 (sic); or 

(b) the amino terminal flanking sequence consists of 10-20 amino acid 
residues of the hepatitis B core protein sequences from amino acids 1-35 

(sic), the C terminal sequence is 120-160 amino acid residues in length 
having the hepatitis B core protein sequence from amino acids 10-183 

(sic) . 

When the antigenic carriers are fused to both termini the immunogenic 
portion is about equal in number to the number of amino acid residues 
absent form the hepatitis B core protein between the C termini of the 
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flanking sequence of the amino terminal flanking sequence and the amino 
termini of the flanking sequence of the C terminal flanking sequence. The 
encoded immunogenic polypeptide has one of the two 26 or amino acid 
sequences given in the specification. 

L73 ANSWER 3 OF 4 WPIX (C) 2002 THOMSON DERWENT 
AN 1997-549731 [50] WPIX 
DNC C1997-175370 

TI DNA plasmid-based vaccine encodes CETP B cell and 

helper T cell epitope (s) - used for elevating high density lipoprotein 

levels, and for treating cardiovascular disease. 
DC B04 D16 
IN THOMAS, L J 

PA (TCEL-N) T CELL SCI INC; (AVAN-N) AVANT IMMUNOTHERAPEUTICS INC 

CYC 73 

PI WO 9741227 Al 19971106 (199750)* EN 67p C12N015-12 

RW: AT BE CH DE DK EA ES FI FR GB GH GR IE IT KE LS LU MC MW NL OA PT 
SD SE SZ UG 

W: AL AM AT AU AZ BB BG BR BY CA CH CN CZ DE DK EE ES FI GB GE GH HU 

, rt - t r t~\ T,n ti/ t n t t> t m t n T \7 MH Mr. MV MM MW MY MD H7. 

IJj ±Z> Of I\t Pilj I\r JJiv ui\ uo ui J-> * — * 

PL PT RO RU SD SE SG SI SK TJ TM TR TT UA UG US UZ VN 
AU 9729946 A 19971119 (199812) C12N015-12 
EP 914427 Al 19990512 (199923) EN C12N015-12 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 
AU 721729 B 20000713 (200039) C12N015-12 

JP 2001508760 W 20010703 (200142) 75p A61K039-00 

US 6284533 Bl 20010904 (200154) C12N015-12 

ADT WO 9741227 Al WO 1997-US7294 19970501; AU 9729946 A AU 1997-29946 

19970501; EP 914427 Al EP 1997-924549 19970501, WO 1997-US7294 19970501; 
AU 721729 B AU 1997-29946 19970501; JP 2001508760 W JP 1997-539202 
19970501, WO 1997-US7294 19970501; US 6284533 Bl Provisional US 
1996-52983P 19960501, CIP of US 1997-802967 19970221, WO 1997-US7294 
19970501, US 1998-171969 19981002 

FDT AU 9729946 A Based on WO 9741227; EP 914427 Al Based on WO 9741227; AU 

721729 B Previous Publ . AU 9729946, Based on WO 9741227; JP 2001508760 W 
Based on WO 9741227; US 6284533 Bl Based on WO 9634888 

PRAI US 1997-802967 19970221; US 1996-640713 19960501; US 1996-52983P 
19960501; US 1998-171969 19981002 

REP 2.Jnl.Ref; WO 9634888 

IC ICM A61K039-00; C12N015-12 

ICS A61K031-70; A61K048-00; A61P009-10; C12N005-10; C12N015-09 

AB WO 9741227 A UPAB: 19971217 

A novel DNA plasmid-based vaccine comprises a nucleotide 

sequence encoding an immunogenic polypeptide, which includes at least one 
segment encoding a B cell epitope of cholesteryl ester 
transferase protein (CETP) linked in frame 

with at least one segment encoding a broad range helper T cell epitope, 
where the nucleotide segment is operably linked to a promoter sequence 
suitable for directing the transcription of the nucleotide sequence in a 
mammalian cell. 

USE - The vaccines can be used to elevate the ratio of 
circulating high density lipoproteins (HDL) to circulating low density 
lipoproteins (LDL) , very low density lipoproteins (VLDL) or total 
cholesterol in a human. It can also be used for decreasing the 
level of endogenous CETP activity in a human. The 
vaccine can also be used to produce anti-CETP antibodies 
in a human and for treating cardiovascular disease in a human (all 
claimed) . 
Dwg. 0/10 

FS CPI 

FA AB 

MC CPI: B04-E08; B04-F11; B14-S11; D05-H07; D05-H12E; D05-H17C 
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L73 ANSWER 4 OF 4 WPIX (C) 2002 THOMSON DERWENT 
AN 1996-506103 [50] WPIX 
DNC C1996-158783 

TI Cholesteryl ester transfer protein 

B cell epitope linked to T cell epitope - used to generate 

vaccine to regulate CETP activity for decreasing the 

risk of developing a cardiovascular disease e.g. atherosclerosis 

DC B04 C06 D16 

IN RITTERSHAUS , C W; THOMAS, L J 

PA (AVAN-N) AVANT IMMUNOTHERAPEUTICS INC; (TCEL-N) T CELL SCI INC; 

(RITT-I) RITTERSHAUS C W; (THOM-I) THOMAS L J 
CYC 70 

PI WO 9634888 Al 19961107 (199650)* EN 72p C07K014-775 

RW: AT BE CH DE DK ES FI FR GB GR IE IT KE LS LU MC MW NL OA PT SD SE 
SZ UG 

W: AL AM AT AU AZ BB BG BR BY CA CH CN CZ DE DK EE ES FI GB GE HU IS 
JP KE KG KP KR KZ LK LR LT LU LV MD MG MK MN MW MX NO NZ PL PT RO 
RU SD SE SG SI SK TJ TM TR TT UA UG US UZ VN 
AU 9656360 A 19961121 (199711) C07K014-775 
EP 827509 Al 19980311 (199814) EN C07K014-775 

R: AT BE CH DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 
JP 11504635 W 19990427 (199927) 87p C07K014-47 

AU 707752 B 19990722 (199940) C07K014-775 

CA 2219795 C 20000808 (200051) EN C12N009-96 
US 2002042364 Al 20020411 (200227) A61K039-00 
ADT WO 9634888 Al WO 1996-US6147 19960501; AU 9656360 A AU 1996-56360 

19960501; EP 827509 Al EP 1996-913320 19960501, WO 1996-US6147 19960501; 
JP 11504635 W JP 1996-533487 19960501, WO 1996-US6147 19960501; AU 707752 
B AU 1996-56360 19960501; CA 2219795 C CA 1996-2219795 19960501, WO 
1996-US6147 19960501; US 2002042364 Al CIP of US 1995-432483 19950501, Div 
ex WO 1996-US6147 19960501, Div ex US 1997-945289 19971017, US 2001-943548 
20010830 

FDT AU 9656360 A Based on WO 9634888; EP 827509 Al Based on WO 9634888; JP 
11504635 W Based on WO 9634888; AU 707752 B Previous Publ . AU 9656360, 
Based on WO 9634888; CA 2219795 C Based on WO 9634888 

PRAI US 1995-432483 19950501; US 1997-945289 19971017; US 2001-943548 
20010830 

REP 3.Jnl.Ref; WO 94 25060 

IC ICM A61K039-00; C07K014-47; C07K014-775; C12N009-96 

ICS A61K038-17; A61K038-45; A61K039-04; A61K039-05; A61K039-07; 

A61K039-08; A61K039-10; A61K039-13; A61K039-165; A61K039-20; 

A61K039-385; C07K014-33; C07K016-18; C12N009-10; C12N015-09 
ICA C12P021-08 

AB WO 9634888 A UPAB: 19961211 

An isolated peptide comprising a broad range helper T cell epitope and a B 
cell epitope of the cholesteryl ester transfer 
protein (CETP) is new. Also claimed is a method of 
making an anti-CETP vaccine to modulate endogenous 
CETP activity or to treat atherosclerosis 

therapeutically or prophylactically by: (a) selecting a CETP B 

cell epitope which does not include a Class I major histocompatibility 

complex T cell antigen; (b) selecting a helper T cell epitope derived from 

a non-CETP antigenic peptide; and (c) linking the B and T cell 

epitopes to form an immunogenic moiety. 

USE - The peptide maybe used in a claimed vaccine to 
decrease the level of endogenous CETP activity in a human or 
animal so as to alter the catabolism of high density lipoprotein ( HDL) - 
cholesterol, resulting in an elevated ratio of HDL- 
cholesterol versus low density (LDL) - or very LDL ( VLDL) - 
cholesterol (claimed) . This leads to a decreased risk of 
developing a cardiovascular disease, esp. atherosclerosis. 
Dwg.0/13 
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MC CPI: B04-B04C1; B04-C01G; B04-L05A; B04-N02B; B14-D02A2; B14-F07 
; B14-S11; B04-B04C1; C04-B04C1; B04-C01G; C04-C01G; 
B04-L05A; C04-L05A; B04-N02B; C04-N02B; B14-D02A2; C14-D02A2; 
B14-F07; C14-F07; B14-S11; 

C14-S11; C04-B04C1; C04-C01G; C04-L05A; C04-N02B; C14-D02A2; 
C14-F07; C14-S11; D05-H07; D05-H17C 
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L88 ANSWER 1 OF 5 MEDLINE 

AN 2002099139 MEDLINE 

DN 21687251 PubMed ID: 11828696 

TI Down with the bad, up with the good. A biotech firm develops a 

vaccine to raise good cholesterol levels. 
AU Maeder Thomas 

SO SCIENTIFIC AMERICAN, (2002 Feb) 286 (2) 32-3. 

Journal code: 0404400. ISSN: 0036-8733. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 200202 

ED Entered STN: 20020207 

Last Updated on STN: 20020222 

Entered Medline: 20020221 
CT Check Tags: Animal; Human 

* Arteriosclerosis : PC, prevention & control 

♦Biotechnology 

♦Carrier Proteins: IM, immunology 

Clinical Trials, Phase II 
♦Lipoproteins, HDL Cholesterol: BL, blood 

Tetanus Toxin: IM, immunology 
*Vaccines 

CN 0 (Carrier Proteins); 0 (Lipoproteins, HDL Cholesterol); 0 (Tetanus 
Toxin) ; 0 (Vaccines) ; 0 (cholesterol ester 
transfer proteins) 

L88 ANSWER 2 OF 5 MEDLINE 

AN 2001058876 MEDLINE 

DN 20383755 PubMed ID: 10929930 

TI Current, new and future treatments in dyslipidaemia and 

atherosclerosis. 
AU Chong P H; Bachenheimer B S 

CS College of Pharmacy, University of Illinois, and Cook County Hospital, 

Chicago 60612-3785, USA., cpang@tigger.cc.uic.edu 
SO DRUGS, (2000 Jul) 60 (1) 55-93. Ref: 294 

Journal code: 7600076. ISSN: 0012-6667. 
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CY New Zealand 

DT Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 

(REVIEW, TUTORIAL) 
LA English 
FS Priority Journals 
EM 200012 

ED Entered STN: 20010322 

Last Updated on STN: 20010322 
Entered Medline: 20001222 

AB The new therapeutic options available to clinicians treating dyslipidaemia 
in the last decade have enabled effective treatment for many patients. The 
development of the HMG-CoA reductase inhibitors (statins) have been a 
major advance in that they possess multiple pharmacological effects 
(pleiotropic effects) resulting in potent reductions of low density 
lipoproteins (LDL) and prevention of the atherosclerotic 
process. More recently, the newer fibric acid derivatives have also 
reduced LDL to levels comparable to those achieved with statins, have 
reduced triglycerides, and gemfibrozil has been shown to increase high 
density lipoprotein { hot, ) levels. Nicotinic acid has been made tolerable 
with sustained-release formulations, and is still considered an excellent 
choice in elevating HDL cholesterol and is potentially effective 
in reducing lipoprotein (a) [Lp(a)] levels, an emerging risk factor for 
coronary heart disease (CHD) . Furthermore, recent studies have reported 
positive lipid-lowering effects from estrogen and/or progestogen in 
postmenopausal women but there are still conflicting reports on the use of 
these agents in dyslipidaemia and in females at risk for CHD. In addition 
to lowering lipid levels, these antihyperlipidaemic agents may have 
directly or indirectly targeted thrombogenic, fibrinolytic and 
atherosclerotic processes which may have been unaccounted for in 
their overall success in clinical trials. Although LDL cholesterol 
is still the major target for therapy, it is likely that over the next 
several years other lipid/lipoprotein and nonlipid parameters will become 
more generally accepted targets for specific therapeutic interventions. 
Some important emerging lipid/lipoprotein parameters that have been 
associated with CHD include elevated triglyceride, oxidised LDL 
cholesterol and Lp(a) levels, and low HDL levels. The nonlipid 
parameters include elevated homocysteine and fibrinogen, and decreased 
endothelial-derived nitric oxide production. Among the new investigational 
agents are inhibitors of squalene synthetase, acylCoA: cholesterol 
acyltransf erase, cholesteryl ester transfer 
protein, monocyte-macrophages and LDL cholesterol 
oxidation. Future applications may include thyromimetic therapy, 
cholesterol vaccination, somatic gene therapy, and 
recombinant proteins, in particular, apolipoproteins A-I and E. 
Non-LDL-related targets such as peroxisome proliferator-activating 
receptors, matrix metalloproteinases and scavenger receptor class B type I 
may also have clinical significance in the treatment of 
atherosclerosis in the near future. Before lipid-lowering therapy, 
dietary and lifestyle modification is and should be the first therapeutic 
intervention in the management of dyslipidaemia. Although current 
recommendations from the US and Europe are slightly different, adherence 
to these recommendations is essential to lower the risk of 
atherosclerotic vascular disease, more specifically CHD. New 
guidelines that are expected in the near future will encompass global 
opinions from the expert scientific community addressing the issue of 
target LDL goal (aggressive versus moderate lowering) and the application 
of therapy for newer emerging CHD risk factors. 
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LA English 

FS Priority Journals 
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ED Entered STN: 20001019 

Last Updated on STN: 20010521 

Entered Medline: 20001012 
AB Using a vaccine approach, we immunized New Zealand 

White rabbits with a peptide containing a region of cholesteryl 

ester transfer protein (CETP) known 

to be required for neutral lipid transfer function. These 

rabbits had significantly reduced plasma CETP activity and an 

altered lipoprotein profile. In a cholesterol- fed rabbit model 

of atherosclerosis, the fraction of plasma cholesterol 

in HDL was 42% higher and the fraction of plasma cholesterol in 

LDL was 24% lower in the CETP-vaccinated group than in 

the control-vaccinated group. Moreover, the percentage of the 

aorta surface exhibiting atherosclerotic lesion was 39.6% 

smaller in the CETP-vaccinated rabbits than in 

controls. The data reported here demonstrate that CETP activity 
can be reduced in vivo by vaccination with a peptide derived 
from CETP and support the concept that inhibition of 
CETP activity in vivo can be antiatherogenic. In addition, these 
studies suggest that vaccination against a self-antigen is a 
viable therapeutic strategy for disease management. 
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